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New Year’s Greetings 


\X J iliam Butler Yeats, we suspect, spoke for authors everywhere when he wrote: 


Bald heads, forgetful of their sins, 

Old, learned, respectable bald heads 
Edit and annotate the lines 

That young men, tossing on their beds, 
Rhymed out in love’s despair 

To flatter beauty’s ignorant ear. (1) 


—editorial “bald heads,” indeed, who not only “edit and annotate” the lines offered for their 
critical judgment but, even worse, all too often reject them outright for publication in the 
periodicals entrusted to their editorship. 

Limited by space in the Journal sufficient to include only one in five of the many hundreds 
of manuscripts submitted to him annually, the Editor must often appear to have a particu- 
larly “ignorant ear” to the majority of aspiring authors. His discomfiture at having to 
disappoint so many colleagues is, however, partially assuaged by the awareness thar his 
editorial decisions are guided and informed by the expert knowledge of an extensive parel of 
selflessly devoted reviewers. It is, therefore, a pleasure to acknowledge our debt and gratitude 
to the following men and women for their never failing wisdom and advice during the period 


from November 1, 1989, to September 30, 1990. 


Steven L. Ablon, M.D. 
Richard Abrams, M.D. 
Sigurd H. Ackerman, M.D. 
Christine Adams, M.D. 
George L. Adams, M.D. 
Paul L. Adams, M.D. 
Gerald Adler, M.D. 
C. Alex Adsett, M.D. 
Salman Akhtar, M.D. 
Renato D. Alarcon, M.D., 
M.P.H. 
C. Knight Aldrich, M.D. 
Murray Alpert, Ph.D. 
Kenneth Z. Altshuler, M.D. 
Jambur V. Ananth, M.D. 
Arnold Andersen, M.D. 
Douglas Anderson, M.D. 
William H. Anderson, M.D. 
Burton M. Angrist, M.D. 
Roderick J. Anscombe, M.D. 
Ann H. Appelbaum, M.D. 
George W. Arana, M.D. 
J. Arboleda-Florez, M.D. 
Thomas A. Aronson, M.D. 
Stuart S. Asch, M.D. 


Am j Psychiatry 148:1, January 1991 


Robert W. Atkins, M.D. 
J. Hampton Atkinson, M.D. 
David Avery, M.D. 


Leona L. Bachrach, Ph.D. 
R. Michael Bagby, Ph.D. 
Edward L. Baker, M.D. 
Ross J. Baldessarini, M.D. 
George U. Balis, M.D. 
James C. Ballenger, M.D. 
Thomas A. Ban, M.D. 
Roger M. Baretz, M.D. 
David H. Barlow, Ph.D. 
Miron Baron, M.D. 
Stephen F. Bauer, M.D. 
Lewis R. Baxter, Jr., M.D. 
Edward W. Beal, M.D. 
David Bear, M.D. 
William R. Beavers, M.D. 
Allan Beigel, M.D. 
Morton Beiser, M.D. 
Bernard D. Beitman, M.D. 
Myron L. Belfer, M.D. 
Jules R. Bemporad, M.D. 
Elissa P. Benedek, M.D. 


Michael J. Benr.ett, M.D. 

Mona B. Bennett, M.D. 

D. Frank Benson, M.D. 

Robert L. Bergman, M.D. 

Fred S. Berlin, M.D., Ph.D. 

Irving N. Berlin, M.D. 

Richard Alan Bernstein, VLD. 

Stephen E. Bernsteir, M.D. 

Wade Berrettini, M.D., P3.D. 

Larry E. Beutler, Ph.D. 

T. George Bidder, M.D. 

Robert J. Bielski, M.D. 

Llewellyn B. Bigelow, M.D. 

Emmett Rucker Bishop, Jr. 
M.D. 

Thomas E. Bittker, M.D. 

Donald W. Black, M.D. 

Kay H. Blacker, M.D. 

Barry Blackwell, M.D. 

Arthur S. Blank, Jr., M.E. 

David Blau, M.D. 

Dan German Blazer H, M.D., 
Ph.D. 

Mary C. Blehar, Ph.D. 

Stanley L. Block, M.D. 


ELITORIAL 


Gaston Eugene Blom, M.D. 
Joseph D. Bloom, M.D. 
Irvin L. Blose. M.D. 
William Blythe, M.D. 
William Bondareff, Ph.D., 
M.D. 
Philipp E. Bornstein, M.D. 
Jonathan F. Borus, M.D. 
Peter G. Bourne, M.D. 
Charles L. Bowden, M.D. 
Malcolm B. Bowers, Jr., M.D. 
David L. Braff, M.D. 
Samuel J. Braun, M.D. 
Naomi Breslau, Ph.D. 
Wagner H. Bridger, M.D. 
Dennis R. Brightwell, M.D. 
Norman Q. Brill, M.D. 
Jonathan D. Brodie, Ph.D., 
M.D. 
Evelyn J. Bromet, Ph.D. 
D. Earl Brown, Jr., M.D. 
Monte $. Buchsbaum, M.D. 
Peter J. Buckley, M.D. 
Ann W. Burgess, R.N., 
D.N.Sc. 
Rodney W. Burgoyne, M.D. 
Benjamin Bursten, M.D. 
Ewald W. Busse, M.D. 


Remi J. Cadoret, M.D. 
Eric D. Caine, M.D. 
Magda Campbell, M.D. 
Robert Cancro, M.D. 
Dennis P. Cartwell, M.D. 
Eric T. Carlson, M.D. 
Gabrielle A. Carlson, M.D. 
William T. Carpenter, M.D. 
Bernard J. Cazroll, M.D., 
Ph.D. 
Jorge I. Casariego, M.D. 
Daniel Casey, M.D. 
Regina C. Casper, M.D. 
P. Castelnuovo-Tedesco, M.D. 
James L. Cavenaugh, Jr., 
M.D. 
Richard D. Chessick, M.D. 
Ching-Piao Chien, M.D. 
John A. Chiles, M.D. 
Paul Chodoff, M.D. 
Bernard Chodorkoff, M.D. 
Guy Chouinard, M.D. 
Roland Ciaranello, M.D. 
Dante Cicchetti, Ph.D. 
James L. Claghorn, M.D. 
Kerry L. Coburn, Ph.D. 
Carol Jean Czhen, M.D. 
Donald J. Cohen, M.D. 
Gregg Cohen, M.S. 
Raquel E. Cohen, M.D. 
Calvin A. Colarusso, M.D. 
Jonathan O. Cole, M.D. 
Joseph Collins, Sc.D.* 





*Also served as statistical 
viewer. 


"€ 
m 
' 


Brian L. Cook, D.O. 
Philip M. Coons, M.D. 
William H. Coryell, M.D. 
Lino Covi, M.D. 

Rex W. Cowdry, M.D. 
Daniel D. Cowell, M.D. 
Thomas J. Craig, M.D. 
David E. Creasey, M.D. 
Allan H. Cristol, M.D. 
Timothy Crow, M.D. 
John Csernansky, M.D. 
Charles M. Culver, M.D. 
Jeffrey Cummings, M.D. 
George C. Curtis, M.D. 
Neal R. Cutler, M.D. 


Denis F. Darko, M.D. 


Jonathan R. Davidson, M.D. 


Glenn C. Davis, M.D. 


John M. de Figueiredo, M.D. 


Dean C. Delis, Ph.D. 
Edward De Met, Ph.D. 
J. Raymond DePaulo, Jr., 
M.D. 
Andre P. Derdeyn, M.D. 
Janice A. Derr, Ph.D.* 
Michael D. Devous, Ph.D. 
Leah J. Dickstein, M.D. 
Stephen Leist Dilts, M.D. 
Joel E. Dimsdale, M.D. 
John P. Docherty, M.D. 
Edward F. Domino, M.D. 
Rhea Dornbush, Ph.D. 
Theodore L. Dorpat, M.D. 
Richard Dorsey, M.D. 
Genevra Z. Driscoll, M.D. 
Douglas A. Drossman, M.D. 
Steven L. Dubovsky, M.D. 
Donald L. Dudley, M.D. 
Mina K. Dulcan, M.D. 
David Dunner, M.D. 
Jack Durell, M.D. 
Jerry Duvinsky, Ph.D. 
Maurice W. Dysken, M.D. 


James S. Eaton, Jr., M.D. 
Merrill T. Eaton, Jr., M.D. 
Matthew J. Edlund, M.D. 
Burr Eichelman, Jr., M.D., 
Ph.D. 
Everett H. Ellinwood, Jr., 
M.D. 
Jean Endicott, Ph.D. 
George L. Engel, M.D. 
Nathan B. Epstein, M.D. 
Susan Essock, Ph.D. 
Dwight L. Evans, M.D. 
John A. Ewing, M.D. 


Louis F. Fabre, Jr., M.D. 
Horacio Fabrega, Jr., M.D. 
Arthur Falek, Ph.D. 
William E. Fann, M.D. 
Armando R. Favazza, M.D. 


LENORE C. TERR 


Michael Feinberg, M.D., 
Ph.D. . 


David B. Feldman, M.D. 
Richard B. Ferrell, M.D. 
Stuart M. Finch, M.D. 
Max Fink, M.D. 

Paul J. Fink, M.D. 

Joseph Fischhoff, M.D. 
George G. Fishman, M.D. 
Michael Flaum, M.D. 
Stephen Fleck, M.D. 
Abraham Flemenbaum, M.D. 
Barry S. Fogel, M.D. 
David L. Fogelson, M.D. 
David G. Folks, M.D. 
Marshal F. Folstein, M.D. 
Charles V. Ford, M.D. 
David V. Forrest, M.D. 
Edward F. Foulks, M.D., 

- Ph.D. . 

Donald R. Fowler, M.D. 
Fred H. Frankel, M.D. 
Alan Frazer, Ph.D. 
Robert O. Friedel, M.D. 
Richard C. Friedman, M.D. 
William C. Fuller, M.D. 
Ronald L. Furedy, M.D. 


Glen O. Gabbard, M.D. 
Charles M. Gaitz, M.D. 
Dorothy W. Gallager, Ph.D. 
Donald M. Gallant, M.D. 
Jordan H. Garber, M.D. 
James C. Garbutt, M.D. 
Russell Gardner, Jr., M.D. 
George Gardos, M.D. 
Michael J. Garvey, M.D. 
Jeffrey L. Geller, M.D., 
M.P.H. 


Linda K. George, Ph.D. 
Robert H. Gerner, M.D. 
Robert D. Gibbons, Ph.D.* 
James Gibbs, M.D. 
Thomas E. Gift, M.D. 
Earl L. Giller, Jr., M.D., 
Ph.D. 
J. Christian Gillin, M.D. 
Rachel Gittelman-Klein, Ph.D. 
William M. Glazer, M.D. 
Ira D. Glick, M.D. 
Robert A. Glick, M.D. 
Kenneth L. Goetz, M.D. 
Mark S. Gold, M.D. 
Richard L. Goldberg, M.D. 
Phillip B. Goldblatt, M.D. 
Joshua S. Golden, M.D. 
Lynn R. Goldin, Ph.D. 
Gerald Goldstein, Ph.D. 
Raphael S. Good, M.D. 
David J. Goode, M.D. 
Paul J. Goodnick, M.D. 
Donald W. Goodwin, M.D. 
Jack M. Gorman, M.D. 
Irving I. Gottesman, Ph.D- 
Paul N. Graffagnino, M.D. 
Sheila Hafter Gray, M.D. 


Am J Psychiatry 148:1, January 1991 


4 


Michael F. Green, Ph.D. 
Ronald L. Green, M.D. 
Stephen A. Green, M.D. 
Donna B. Greenberg, M.D. 
Harvey R. Greenberg, M.D. 
Ramon M. Greenberg, M.D. 
David Greenblatt, M.D. 
Joel Greenhouse, Ph.D.* 
John Huth Greist, M.D. 
Ezra E.H. Griffith, M.D. 
Mortimer D. Gross, M.D. 
Hanus J. Grosz, M.D. 
William M. Grove, Ph.D.* 
C. Thomas Gualtieri, M.D. 
Jon E. Gudeman, M.D. 
Frederick G. Guggenheim, 
M.D 


John G. Gunderson, M.D. 
Raquel E. Gur, M.D., Ph.D. 
Ruben Gur, M.D. 

James P. Gustafson, M.D. 
Thomas Gutheil, M.D. 
Donald Guthrie, Ph.D.* 
Samuel B. Guze, M.D. 


Angelos E. Halaris, M.D., 
Ph.D 


Uriel Halbriech, M.D. 
Robert E. Hales, M.D., 
M.B.A. 
James Halikas, M.D. 
Richard C.W. Hall, M.D. 
Seymour L. Halleck, M.D. 
Katherine A. Halmi, M.D, 
Ghada Hamden-Allen, Asst. 
Prof. 
Robert M. Hamer, Ph.D.* 
N. Gregory Hamilton, M.D. 
Leon D. Hankoff, M.D. 
Daniel R. Hanson, Ph.D., 
M.D. 
Henry T. Harbin, M.D. 
Saul I. Harrison, M.D. 
Lawrence Hartmann, M.D. 
Roger F. Haskett, M.D. 
Dorothy Hatsukami, Ph.D. 
David R. Hawkins, M.D. 
Martin A. Hayman, M.D. 
Herbert M. Hendin, M.D. 
Fritz A. Henn, M.D. 
Judith L. Herman, M.D. 
Marvin I. Herz, M.D. 
Alfred Herzog, M.D. 
Michie Hesselbrock, Ph.D. 
Leonard L. Heston, M.D. 
James R. Hillard, M.D. 
Robert G. Hillman, M.A., 
M.D. 
Jonathan M. Himmelhoch, 
M.D 


Robert M. Hirschfeld, M.D. 

Rudolf F.W. Hoehn-Saric, 
M.D. 

Ralph Hoffman, M.D. 

George L. Hogben, M.D. 

James A. Hokanson, Ph.D.* 


Am J Psychiatry 148:1, January 1991 


Henry H. Holcomb, M.D. 
Marc H. Hollender, M.D. 
Leo Hollister, M.D. 
Daniel W. Hommer, M.D. 
Klaus D. Hoppe, M.D. 
Paul C. Horton, M.D. 
John K. Hsiao, M.D. 
Richard W. Hudgens, M.D. 
James I. Hudson, M.D. 
John R. Hughes, M.D. 
William B. Hunter, M.D. 
Steven E. Hyman, M.D. 


Thomas R. Insel, M.D. 
Michael Irwin, M.D. 
Phillip L. Isenberg, M.D. 
Satish Iyengar, Ph.D.* 


Pauline M. Jackson, M.D. 

Rolf G. Jacob, M.D. 

John W. Jacobs, M.D. 

Selby C. Jacobs, M.D. 

Frederick M. Jacobsen, M.D., 
M.P.H. 

Andrea Jacobson, M.D., 
Ph.D. 

William Jagust, M.D. 

V. Chowdary Jampala, M.B., 
B.S 


Philip Janicak, M.D. 
David S. Janowsky, M.D. 
Lissy F. Jarvik, M.D. 
George Jaskiw, M.D. 
James W. Jefferson, M.D. 
Michael Jellinek, M.D. 
Michael A. Jenike, M.D. 
Terry L. Jernigan, Ph.D. 
Dilip V. Jeste, M.D. 
Kenneth O. Jobson, M.D. 
Jeffrey M. Jonas, M.D. 
Richard C. Josiassen, Ph.D. 


Ralph J. Kahana, M.D. 
Samuel C. Kaim, M.D. 
Nancy B. Kaltreider, M.D. 
John Kane, M.D. 

Jerry S. Kantor, M.D. 
Alex H. Kaplan, M.D. 
Athan Karras, Ph.D. 
Craig N. Karson, M.D. 
Javad H. Kashani, M.D. 
Robert E. Kass, Ph.D.* 
Roger G. Kathol, M.D. 
Bernard A. Katz, M.D. 
Jack L. Katz, M.D. 

Kent Katz, Ph.D. 

Edward Kaufman, M.D. 
Stanley R. Kay, Ph.D. 
Martin H. Keeler, M.D. 
Gabor I. Keitner, M.D. 
Kenneth S. Kendler, M.D. 
John T. Kenny, Ph.D. 
Judith S. Kestenberg, M.D. 
Edward J. Khantzian, M.D. 
Howard D. Kibel, M.D. 
Lucy J. King, M.D. 


Brian Kirkpatrick, M.D. 
Samuel C. Klagsbrun, M.D. 
Donald F. Klein, M.D. 
Rachel Gittelman Klein, Ph.D. 
Arthur M. Kleinman, M.D. 
Ami Klin, Ph.D. 
Frank M. Kline, M.D. 
Lawrence Y. Kline, M.D. 
Arthur Kling, M.D. 
Jonathan E. Kolb, M.D. 
Irwin J. Kopin, M.D. 
Lorrin M. Koran, M.D. 
Martin L. Korn, M.D. 
Mary Kass, Ph.D. 
Joel T. Kotin, M.D. 
David P. Kraft, M.D. 
James P. Krajeski, M.D. 
Menachem I. Krakowski, 
M.D., Ph.D. 
Barry A. Kramer, M.D. 
Milton Kramer, M.D. 
Robert F. Kraus, M.D. 
Daniel F. Kripke, M.D. 
Jerome L. Kroll, M.D. 
Phillip D. Kroll, M.D. 
Ziad Kronfol, M.D. 
Markus Xruesi, M.D. 
Henry Krystal, M.D. 
Sam Kuperman, M.D. 
Albert A. Kurland, M.D. 


Roy B. Lacoursiere, M.D. 
Charles R. Lake, M.D., Ph.D. 
H. Richard Lamb, M.D. 
Yves Lamontagne, M.D. 
Richard D. Lane, M.D. 
Donald G. Langsley, M.D. 
Catherine Lareche, M.D. 
Eugene Laska, Ph.D.* 
Philip W. Lavori, Ph.D.* 
James F. Leckman, M.D. 
Cavin P. Leeman, M.D. 
Heinz E. Lehmann, M.D. 
Hoyle Leigh, M.D. 
Ira M. Lesser, M.D. 
Alexander N. Levay, M.D. 
Alan Levenson, M.D. 
Bennett L. Leventhal, M.D. 
Stephen B. Levine, M.D. 
Norman B. Levy, M.D. 
Richard R.J. Lewine, Ph.D. 
David Lewis, M.D. 
Dorothy O. Lewis, M.D. 
Jerry M- Lewis, M.D. 
Mark H. Lewis, Ph.D. 
Alfred L. Lewy, M.D., Ph.D. 
Jeffrey A. Lieberman, M.D. 
Michael R. Liebowitz, M.D. 
Harold J. Lief, M.D. 
Keh-Ming Lin, M.D., M-P.H. 
Jean-Pierre Lindenmayer, 
M.D. 
John R. Lion, M.D. 
Z.J. Lipowski, M.D. 
Melvin M. Lipsett, M.D, 
Don R. Lipsitt, M.D. 


EDITORIAL 


Judith E. Lipton, M.D. 

Benjamin Liptzin, M.D. 

Edward H. Liston, Jr., M.D. 

Robert E. Litman, M.D. 

Andrew B. Littman, M.D. 

W. John Livesley, M.D., 
Ph.D 


Joseph J. Locascio, Ph.D.* 

James B. Lohr, M.D. 

Peter T. Loosen, M.D. 

Martin T. Lowy, Ph.D. 

Daniel J. Luchins, M.D. 

R. Bruce Lydiard, Ph.D., 
M.D. 


John A. Mac Leod, M.D. 
James F. Maddux, M.D. 
Roger P. Maickel, Ph.D. 
Richard Mailman, Ph.D. 
Sidney Malitz, M.D. 
Ronald W. Manderscheid, 
Ph.D. 
Theo C. Manschreck, M.D. 
Luis R. Marcos, M.D. 
Stephen R. Marder, M.D. 
Philip M. Margolis, M.D. 
Isaac Marks, M.D. 
Matthew R. Marler, Ph.D. 
Judd Marmor, M.D. 
Maurice J. Martin, M.D. 
Peter A. Martin, M.D. 
Ronald L. Martin, M.D. 
William R. Martin, M.D. 
Roy J. Mathew, M.D., 
M.R.C. 
James L. Mathis, M.D. 
Matig Mavissakalian, M.D. 
Jerrold S. Maxmen, M.D. 
Demmie G. Mayfield, M.D. 
E. James McCranie, M.D. 
Ellen G. McDaniel, M.D. 
Thoñas H. McGlashan, M.D. 
John S. Mcintyre, M.D. 
F. Patrick McKegney, Jr., 
M.D. 
William T. McKinney, Jr., 
M.D. 
Donald McKnew, Jr., M.D. 
Dale E. McNizl, Ph.D. 
William W. Meissner, M.D. 
Herbert Y. Meltzer, M.D. 
Jack H. Mendelson, M.D. 
Edward Louis Merrin, M.D. 
Roger E. Meyer, M.D. 
Arthur T. Meyerson, M.D. 
Juan E. Mezzich, M.D., 
Ph.D.* 
Robert Michels, M.D. 
David H. Mieke, M.D. 
Delwin D. Miler, M.D. 
Sarah L. Minden, M.D. 
Kenneth Minkoff, M.D. 
Nancy J. Minshew, M.D. 
Allan F. Mirsky, Ph.D. 
James E. Mitckell, M.D. 
Arnold H. Medell, M.D. 


Kathleen M. Mogul, M.D. 
Paul Cecil Mohl, M.D. 
Richard C. Mohs, M.D. 
Harvey Moldofsky, M.D. 
Gordon L. Moore, M.D. 
Robert A. Moore, M.D. 
Jonathan E. Morris, M.D. 
Andrew Mouton, Ph.D. 
Peter S. Mueller, M.D. 
Henry B. Murphree, M.D. 


Edgar P. Nace, M.D. 
Carol-C. Nadelson, M.D. 

J. Frank Nash, Ph.D. 

Henry A. Nasrallah, M.D. 
John R. Neill, M.D. 

Scott H. Nelson, M.D. 
Charles B. Nemeroff, M.D. 
Carlos A. Neu, M.D. 
William F. Niederland, M.D. 
Arthur C. Nielsen, M.D. 
Philip Ninan, M.B.B.S. 
Malkah T. Notman, M.D. 
Russell Noyes, Jr., M.D. 

H. George Nurnberg, M.D. 
John I. Nurnberger, Jr., M.D. 


Barbara E. O’Connell, M.D. 


William C. Offenkrantz, M.D. 


Daniel Offer, M.D. 
Michael W. O’Hara, Ph.D. 
Donald Oken, M.D. 
William H. Oldendorf, M.D. 
Daniel O’Leary, Ph.D. 
Thomas F. Oltmanns, Ph.D. 
Martin T. Orne, M.D., Ph.D. 
David G. Ostrow, M.D., 
Ph.D. 
John E. Overall, Ph.D.* 
Howard Owens, M.D. 


Jorg Pahl, M.D. 

Stanley R. Palombo, M.D. 

Loren Pankratz, Ph.D. 

Laszlo A. Papp, M.D. 

Herbert Pardes, M.D. 

Barbara L. Parry, M.D. 

Benjamin Pasamanick, M.D. 

Richard A. Pasewark, Ph.D. 

Robert O. Pasnau, M.D. 

Steven M. Paul, M.D. 

Edmund C. Payne, M.D. 

James B. Payton, M.D. 

Chester A. Pearlman, Jr., 
M.D. 

Godfrey D. Pearlson, M.D. 

Arthur Peck, M.D. 

Roger Peele, M.D. 

Fran Pepitone-Arreola- 
Rockwell, Ph.D. 

James M. Perel, M.D. 

Mario Perez-Reyes, M.D. 

J. Christopher Perry, M.P.H., 
M.D. 


Eric D. Peselow, M.D. 
Michael A. Peszke, M.D. 


Jay W. Pettegrew, M.D. 
Theodore A. Petti, M.D. 
Helen M. Pettinati, Ph.D. 
Cynthia R. Pfeffer, M.D. 
Betty Pfefferbaum, M.D. 
Bruce Pfohl, M.D. 
Irving Philips, M.D. 
David Pickar, M.D. 
Harold Pincus, M.D. 
Roger K. Pitman, M.D. 
Ferris N. Pitts, Jr., M.D. 
Dean J. Plazak, M.D. 
Richard R. Pleak, M.D. 
Michael F, Pogue-Geile, Ph.D. 
Robert B. Pohl, M.D. 
Alex D. Pokorny, M.D. 
Bruce Pollock, M.D. 
George H. Pollock, M.D. 
Edward Pontius, M.D. 
Harrison G. Pope, Jr., M.D. 
Michael K. Popkin, M.D. 
Robert M. Post, M.D. . 
Steven G. Potkin, M.D. 
William Z. Potter, M.D., 
Ph.D. 
Mark R. Pressman, Ph.D. 
Trevor R. Price, M.D. 
Frank W. Putnam, M.D. 


Frederic M. Quitkin, M.D. 


Judith G. Rabkin, Ph:D. 
Stephen L. Rachlin, M.D. 
John C. Racy, M.D. 

John D. Rainer, M.D. 

Jonas R. Rappeport, M.D. 
Allen Raskin, Ph.D. 

David E. Raskin, M.D. 
Steven A. Rasmussen, M.D. 
Charles L. Ravaris, M.D. 
Darrel A. Regier, M.D. 

Eric M. Reiman, M.D. 
Richard B. Resnick, M.D. | 
Charles F. Reynolds III, M.D. 
Karim Rezai, M.D. 

John Rice, Ph.D.* 

Elliott Richelson, M.D. 

Karl Rickels, M.D. 

Mark A. Riddle, M.D. 
Arthur Rifkin, M.D. 

Robert E. Roberts, Ph.D. 
Robert G. Robinson, M.D. 
Nicholas L. Rock, M.D. 
Alexander S. Rogawski, M.D. 
Manuel Roman, M.D. 
Steven P. Roose, M.D. 
Wilma Rosen, Ph.D. 

Milton Rosenbaum, M.D. 
Alvin A. Rosenfeld, M.D. 
Norman E. Rosenthal, M.D. 
Richard J. Rosenthal, M.D. 
Colin A. Ross, M.D. 
Donald R. Ross, M.D. 
Richard J. Ross, M.D., Ph.D. 
Loren H. Roth, M.D. 
Walton T. Roth, M.D. 


Am J Psychiatry 148:1, January 1991 


w- 


4— 


Albert Rothenberg, M.D. 
Anthony J. Rothschild, M.D. 
Bruce James Rounsaville, 
M.D. 

Barry W. Rovner, M.D. 
Peter P. Roy-Byrne, M.D. 
Matthew V. Rudorfer, M.D. 
Edward K. Rynearson, M.D. 


Hector C. Sabelli, M.D., 
Ph.D. 
Melvin Sabshin, M.D. 
Robert L. Sack, M.D. 
Benjamin J. Sadock, M.D. 
Virginia A. Sadock, M.D. 
Daniel J. Safer, M.D. 
Kurt Salzinger, Ph.D. 
Leon Salzman, M.D. 
Leonard Salzman, Ph.D. 


Myron G. Sandifer, Jr., M.D. 


Avtar S. Saran, M.D. 
George Saslow, M.D., Ph.D. 
Maria C. Sauzier, M.D. 
Alan F. Schatzberg, M.D. 
Stephen C. Scheiber, M.D. 
Joseph J. Schildkraut, M.D. 


Chester W. Schmidt, Jr., M.D. 


Irving Schneider, M.D. 
Paula P. Schnurr, Ph.D.* 
Nina R. Schooler, Ph.D. 
John E. Schowalter, M.D. 
Stephen R. Schroeder, Ph.D. 
Daniel S. Schubert, M.D. 
Marc A. Schuckit, M.D. 
Herbert C. Schulberg, Ph.D. 
Michael A. Schwartz, M.D. 
Richard A. Schwartz, M.D. 
Stephen L. Schwartz, M.D. 
Robert T. Seagraves, M.D., 
Ph.D. 
Lloyd I. Sederer, M.D. 
Roslyn Seligman, M.D. 
Edward C. Senay, M.D. 
Charles Shagass, M.D. 
Charles A. Shamoian, M.D., 
Ph.D. 
Stephen B. Shanfield, M.D. 
Steven S. Sharfstein, M.D. 
Michael H. Sheard, M.D. 
Franklin C. Shontz, Ph.D.* 
Moisy Shopper, M.D. 
David Shraberg, M.D. 
Larry J. Siever, M.D. 
Peter E. Sifneos, M.D. 
Lorraine D. Siggins, M.D. 
Julius Silberger, Jr., M.D. 
Archie A. Silver, M.D. 
Michael A. Silver, M.D. 
Joel J. Silverman, M.D. 
Morton M. Silverman, M.D. 
Dr. Bennett Simon 
George M. Simpson, M.D. 
Clifford M. Singer, M.D. 
Samuel G. Siris, M.D. 
Andrew E. Skodol, M.D. 
Phillip R. Slavney,.M.D. 


Am J Psychiatry 148:1, January 1991 


William H. Sledge, M.D. 
Gary W. Small, M.D. 
Iver F. Small, M.D. 
Albert Solnit, M.D. 
George F. Solomon, M.D. 
Robert A. Solow, M.D. 
David Spiegel, M.D. 
Robert L. Spitzer, M.D. 
Gottfried K. Spring, M.D. 
Larry R. Squire, Ph.D. 
Stephen M. Stahl, M.D., 
Ph.D. 
Henry J. Steadman, Ph.D. 
Marvin Stein, M.D. 
Theodore A. Stern, M.D. 
David E. Sternberg, M.D. 
Frederick J. Stoddard, Jr., 
M.D. 
Peter E. Stokes, M.D. 
Alan A. Stone, M.D. 
John Straumanis, Jr., M.D. 
Gordon D. Strauss, M.D. 
John S. Strauss, M.D. 
Joseph M. Strayhorn, M.D.* 
Michael Strober, Ph.D. 
Albert J. Stunkard, M.D. 
Howard S. Sudak, M.D. 
Richard L. Suddath, M.D. 
Conrad Swartz, Ph.D., M.D. 
Victor Swayze II, M.D. 
Susan E. Swedo, M.D. 
Chester P. Swett, Jr., M.D. 
Michael Swift, M.D. 
Carrie E. Sylvester, M.D., 
M.P.H. 


Norman D. Tabachnick, 
M.D. 

Carol A. Tamminga, M.D. 

Laurence R. Tancredi, M.D., 


J.D. 
Kenneth J. Tardiff, M.D., 
M.P.H. 


George Tarjan, M.D. 

Allan Tasman, M.D. 
Graeme J. Taylor, M.D. 
Michael Alan Taylor, M.D. 
Leon Thal, M.D. 

Troy L. Thompson II, M.D. 
Gary L. Tischler, M.D. 
Garfield Tourney, M.D. 
Luke Y. Tsai, M.D. 

Ming T. Tsuang, M.D. 
Larry Tune, M.D. 

Joe P. Tupin, M.D. 
William J. Turner, M.D. 


Thomas W. Uhde, M.D. 
Robert J. Ursano, M.D. 


David Van Buskirk, M.D. 

Louis D. Van de Kar, Ph.D. 

Christiaan D. van der Velde, 
M.D. 


Daniel P. van Kammen, M.D., 


Ph.D. 


Herman M. van Praag, M.D., 


Ph.D. 
Theodore Van Putten, M.D. 
Charles VanValkenburg, 
M.D. 
Richard C. Veith, M.D. 
Harold M. Visotsky, M.D. 
Nora D. Volkow, M.D. 


Robert J. Waldinger, M.D. 
Charles J. Wallace, Ph.D. 
Robert $. Wallerstein, M.D. 
B. Timothy Walsh, M.D. 
Stephen L. Washburn, M.D. 
Andrew S. Watson, M.D. 
Stanley J. Watson, Jr., M.D. 
Rafiq Waziri, M.D. 
Thomas A. Wehr, M.D. 
Jeffrey B. Weilburg, M.D. 
Daniel R. Weinberger, M.D. 
Herbert M. Weiner, M.D. 
James M.A. Weiss, M.D. 
Myrna M. Weissman, Ph.D. 
Sidney H. Weissman, M.D. 
Elizabeth B. Weller, M.D. 
Ronald A. Weller, M.D. 
Charles E. Wells, M.D. 
Paul H. Wender, M.D. 
Donald A. West, M.D. 
Joseph J. Westermeyer, M.D. 
Bruce E. Wexler, M.D. 
Roy M. Whitman, M.D. 
Thomas A. Widiger, Ph.D. 
Allen Willner, Ph.D. 
Scott N. Wilsor, M.D. 
Rena R. Wing, Ph.D. 
Andrew Winokur, M.D., 
Ph.D. 
Bertrand Winsberg, M.D. 
Walter W. Winslow, M.D. 
Daniel K. Winstead, M.D. 
Arnold Winston, M.D. 
Thomas IN. Wise, M.D. 
Jessica Wolfe, Ph.D.* 
Peter Wolff, M.D. 
Bryan T. Woods, M.D. 
Sherwyn M. Woods, M.D. 
George E. Woody, M.D. 
Henry H. Work, M.D. 
Judith J. Wurtman, Ph.D. 


Joel Yager, M.D. 

Joe Yamamoto, M.D. 
Jerome A. Yesavage, M.D. 
Stuart J. Younger, M.D. 


Michael R. Zales, M.D. 

Vincent Zarcore, M.D. 

Sidney Zisook, M.D. 

Joseph Zohar, M.D. 

Joel P. Zzull, M.D. 

George S. Zubenko, M.D.. 
Ph.D. 

Joseph Zubin, Ph.D., M.D. 

Jack Zusman, M.D. 

Israel Zwerling, M.D., PhD. 


EDITORIAL 


EDITORIAL 


1990 has brought the Journal the proverbial mixture of “good news and bad news.” The 
month of June was brightened by the birth of a daughter, Allison, to Ms. Melanie Shipley, 
our Managing Editor, and her husband. Ms. Shipley had fully intended to return to her 
editorial duties after a period of maternity leave, but, having discovered the joys of moth- 
erhood, she found that that responsibility had become a priority and submitted her resig- 
nation from her position on the Journal staff in August. Ms. Shipley will be sorely missed. In 
the relatively short time she was the Journal’s Managing Editor, she introduced major, 
innovative changes in its operation that will remain firmly in place. She goes with our deep 
gratitude and affection for her personal and professional contributions. In the face of Ms. 
Shipley’s departure, we are fortunate indeed to have the continued services of Ms. Linda Loy, 
who, as Acting Managing Editor, has picked up the reins and with the unflagging help of her 
staff has kept our editorial operations moving forward smoothly and effectively. We must 
express as well our deep appreciation to the Journal’s Deputy Editor, Dr. Nancy C. An- 
dreasen, and its Statistical Editors, Drs. John J. Bartko and Lee Gurel, who have not only 
shared the editorial burden with enthusiasm but brought unique talents to our editorial task. 
We must also record with sadness the departure from our Editorial Board of three greatly 
valued veteran Associate Editors, Drs. Jonathan F. Borus, Loren H. Roth, and Charles E. 
Wells; whose terms of office were completed at the end of the 1990 Annual Meeting. Our 
regret at their loss has been tempered by our good fortune in welcoming three outstanding 
new members to the Board in the persons of Drs. Paul S. Appelbaum, Gary J. Tucker, and 
George E. Vaillant. 

At a time when matters fiscal and administrative are playing an ever increasing role in our 
professional lives, we continue to be grateful to our Medical Director, Dr. Melvin Sabshin, 
for his guidance and wisdom, and appreciate the support that he and the Board of Trustees 
have provided us in the performance of our editorial duties. For their help in numerous ways, 
we must express our gratitude, too, to Drs. Robert J. Campbell II, John Hamilton, William 
A. More, Harold A. Pincus, Carolyn B. Robinowitz, Jeanne Spurlock, John A. Talbott, and 
Jack W. White; to Mses. Laura Abedi, Teddye Clayton, Jacqueline Coleman, Carol Davis, 
Brenda Fasnacht, Nancy Frey, Debbie Goldberg, Melissa Hiett, Joan Lefkowitz, Karen 
Loper, and Beth Prester; and to Messrs. William E. Baxter, John Blamphin, George Camp- 
bell, Herbert M. Gant, Joel Klein, Ronald McMillen, and Raymond J. Purkis, Jr. 

As 1990 ends and the countdown toward the millenium begins, we wish all of our col- 
leagues a. Happy New Year and a safe passage through the twelve months ahead. 
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In Memoriam 








Robert Hanna Felix, M.D. 
1904—1990 


P sychiatry recently lost one of its most outstanding lead- 
ers, but he left us with a marvelous legacy. That legacy 
has directly or indirectly influenced favorably the lives of 
thousands of professionals in the mental health and mental- 
health-related fields, the millions of patients they served, and 
the patients’ relatives, friends, and neighbors. His contribu- 
tions to all these and our country have been, and will con- 
tinue to be, enormous. 

Robert Hanna Felix, the eighty-ninth president (1960- 
1961) of the American Psychiatric Association, the architect 
and first director of the National Institute of Mental Health, 
and Dean Emeritus of the School of Medicine of St. Louis 
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University, died at his homz in Sun City, Ariz., on March 31, 
1990, at the age of 85. He is mourred by his wife, Esther 
(Peg), their daughter, Mary Katherine (Kathy) Hoenigman, 
and two grandchildren (Robert and Rebecca). To these must 
be added his legion of friends and colleagues. 

Dr. Felix (Bob) was ever mindful of the fect that psychia- 
trists, as medical specialists, must not only possess certain 
essential human qualities but also remember that they are, 
first of all, physicians. This view he urged upon his fellow 
specialists. “The good physician must have honor and integ- 
rity and a genuine respect and regard for his patient. . . . In 
addition, there is certain technical knowledge he must also 
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possess without regard to his type or degree of specializa- 
tion” (1, p. 4). “Just as the son is the child of his father, so 
is psychiatry the child of medicine” (1, p. 8). 

Just so, he was the child of bis father. The latter was a 
country doctor in Downs, Kan., who possessed special train- 
ing in languages, history, and religion. His mother was a 
pioneer physician’s daughter and a concert pianist. As a boy, 
Bob, who was known as “Little Doc,” accompanied his fa- 
ther on house calls, experiencing from earliest childhood the 
important interplay of professional skills, respect, and con- 
cern for others. As his biographer, Dr. Francis Braceland, put 
it, he developed an “image of himself as a physictan—he had 
it then, he has it now, anc will always have it, no matter how 
far from the bedside he strays” (2, p. 10). 

To these strong basic ingredients were added the influences 
of the Downs public schools and the University of Colora- 
do’s premedical and medical curricula (he received his M.D. 
in 1930), internship, and psychiatric residency program. He 
was a Commonwealth Fund Fellow during his residency 
years (1931-1933) at Colorado Psychopathic Hospital, 
where Dr. Franklin Ebaugh, his chief, not only exposed him 
to intense clinical teaching but also stimulated a great inter- 
est in community psychiatry and public service. These inter- 
ests were further nurtured at The Johns Hopkins School of 
Hygiene and Public Health (he received the degree of M.P.H. 
in 1942), where he came to appreciate the importance of 
clarifying the epidemiology of the many different forms of 
mental disorder. There, according to a fellow student, he 
“began to think of communities (as well as individuals) as 
patients. He also presented, as a class exercise in Public 
Health Administration, a ‘national program for mental 
health’ that foreshadowed the future National Mental 
Health Act” (Harold J. Magnuson, personal communication, 
1990). A final formal learning experience, in the late 1940s, 
consisted of a training psychoanalysis with Dr. Frieda 
Fromm-Reichmann. 

It was during his residency that he met and married (in 
1933) Esther Wagner, a nurse on the staff of Children’s Hos- 
pital and the love of his life. In 1945 they became the more- 
than-proud and devoted parents of Mary Katherine, a much- 
wanted child. She, in turn, became the mother of their 
adored grandchildren. Bob’s family played a central role 
throughout his life. 

Upon the completion of his residency, Dr. Felix was com- 
missioned as an assistant surgeon in the commissioned corps 
of the U.S. Public Health Service. His first duty assignment 
was at the medical center for federal prisoners at Springfield, 
Mo., and this was followed by 5 years at the U.S. Public 
Health Service hospital at Lexington, Ky. The latter was the 
first federal hospital devoted to the treatment of drug addicts 
and to the pursuit of rigorous research into the causes of 
addiction and the treatment of drug-dependent persons. Dur- 
ing those years, he benefited from exposure to unusual types 
of clinical material seen in quantity by very few psychiatrists. 
And his participation in rigorously controlled research, in 
association with professional colleagues from a varietv of 
professional disciplines, was an experience shared by only a 
minuscule number of young psychiatrists at that time. Dr. 
Felix’s research interests and skills were further honed while 
he was assigned to the U.S. Coast Guard Academy at New 
London, Conn. (1942-1944), where he was responsible for 
implementing “an integrated medico-psychological pro- 
gram” (3). That program involved a major, interdisciplinary 
research undertaking on the selection of officer candidates. In 
1944 he was transferred trom the academy to Washington, 
D.C., where, standing on the shoulders of other big men, he 


stood tall in making his own major contributions to Amer- 
ican psychiatry and mental health. 

Among those on whose shoulders he stood was Dr. 
Lawrence Kolb, his mentor in the Public Health Service, the 
man who chose him to go to The Johns Hopkins University 
for training in public health and who was his immediate 
predecessor as chief of the Mental Hygiene Division of the 
Public Health Service. In the 1930s Dr. Kolb had envisioned 
the creation of a national neuropsychiatric institution within 
the Public Health Service to lead a concerted attack on the 
mysteries of mental illness, which then accounted for over 
half of the hospitalized patients in the United States. How- 
ever, World War II intervened. 

So it was that, in anticipation of Dr. Kolb’s retirement, 
Bob was called to Washington by Surgeon General Thomas 
Parran and shortly thereafter given responsibility for direc- 
tion of the Mental Hygiene Division. Dr. Parran was another 
of the giants on whose shoulders Bob stood. Of Dr. Parran, 
a pioneer in the fields of venereal disease and tuberculosis 
control, Dr. Felix said, “His insight into the mental health 
needs of this country was phenomenal....The program 
would never have gotten off the ground without his support 
with the Bureau of the Budget, the Department, and with 
Congress” (2, p. 11). But what was the program that became 
Bob’s enormously valuable contribution to his country and 
his profession? 

He presented a “blueprint for mental public health” which 
called for 


the erection of a structure with several wings, all of 
which are functionally interrelated. Therefore, the foun- 
dations for all the elements must be laid and construc- 
tion begun at the same time. It will not be possible to 
complete each part at the same time; but each part must 
be at some state of completion at all times. The efforts 
toward the specific objectives must be parallel... . 
The several parts of the plan are: 

1. Training of personnel. 

2. Psychiatric services for case-finding, and for di- 
agnosis and treatment of persons who do not require 
institutional care. 

3. Improved services in mental hospitals. 

4. Education of the public. 

5. An augmented and coordinated program of re- 
search (4), 


Under Bob’s guidance, and with the help and support of 
countless individuals and organizations, the National Mental 
Health Act was signed into law on July 3, 1946. It provided 
for 1) support of research through the development of a 
system of grants-in-aid to institutions and individuals, the 
construction of a National Institute of Mental Health in the 
Washington area, and the appointment of research Fellows 
in various scientific fields that bear upon mental health prob- 
lems; 2) support of training through a system of grants-in-aid 
to public and other nonprofit institutions; and 3) support of 
community mental health services through a system of 
matching grants-in-aid to the states (5). 

The act also provided for the appointment of a National 
Advisory Mental Health Council to guide the program. 
Grants-in-aid for research and training projects could be 
made only with the approval of that council. Thus was pro- 
vision made for broad policy advice and peer review. 

As a comment on the usefulness of the program, I can do 
no better than to quote, once again, Bob’s 1961 biographer, 
Francis Braceland: “The amount of good this Institute has 
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done for the cause of mental health is incalculable. To even 
hint at the scope of its research and teaching efforts would be 
far beyond our purview here. Without its farsighted planning 
and help, the whole psychiatric picture in this nation would 
be one bordering on chaos” (2, p. 12). 

Upon his retirement in 1964 from the Public Health Ser- 
vice, where in 1957 he had attained the rank of Assistant 
Surgeon General, Bob accepted an invitation to become 
Dean of the School of Medicine at St. Louis University. There 
he endeared himself to all. Of him, the current Dean, Dr. 
William Stoneman III, said, “Dr. Felix served as Dean at St. 
Louis University School of Medicine from 1964 to 1974. 
During this vigorous decade, the full-time faculty increased 
300%; the total enrollment, 36%. Student performance on 
National Board Examinations rose dramatically and consis- 
tently... . He opened doors and windows never before tried, 
he wrought profound change, and left an institution which 
would never be quite the same as it was before his leadership 
left its mark” (personal communication, 1990). The Rev. 
Paul C. Reinert, S.J., Chancellor of the University, upon 
learning of Bob’s death, said, “His ability to rally the enthu- 
siasm and support of every person in the Medical Center— 
administrators, faculty, alumni, and students—was remark- 
able. His openness and spirit of optimism gave us all a new 
perspective on how promising the future of the Medical Cen- 
ter might be” (personal communication, 1990). 

In 1974 Dr. Felix not only became Dean Emeritus but also 
took on the task of serving as program director for the Bi- 
State Regional Medical Program in St. Louis, a program ded- 
icated to bringing all available resources and interests to bear 
on improving the health of the community. 

Bob and Peg moved from St. Louis to Sun City, Ariz., for 
their well-deserved retirement in December 1976. But even 
then, he didn’t really retire. He continued actively serving as 
research director of the Scottish Rite Schizophrenia Research 


, Program of Lexington, Mass. (1975-1985), played an active 


role in his church (as he had all his life), and served on the 
board of directors of Interfaith Services, an organization of 
over 100 churches and social agencies. He was the prime 
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mover in developing its case management service, which cur- 
rently responds to more than 300 calls per month from per- 
sons needing some form of community help. 

During his lifetime, Dr. Felix was the recipient of six hon- 
orary doctoral degrees from as many universities, as well as 
the APA Distinguished Service Award in 1974 and other 
honors and awards too numerous <o detail here. He was also 
an active member of many professional and fraternal orga- 
nizations, editorial boards, councils, and committees. 

Let me close this tribute to a great man, wko was my close 
friend and colleague of 50 years, by quoting kis comment to 
someone with whom he shared great affectizn and respect, 
Gloria O*Connor. She was his principal secretary during his 
years as Dean. As he bid her a fond farewell upon his depar- 
ture from that office, he said, “Remember, when you hear. 
that something has happened to me, that I have had a full 
life, that I have tasted its sweetness, that I have gotten back 
far more than I had any right to expect, so be happy” (per- 
sonal communication, 1990). 

We really are not happy about his leaving, but we are 
awfully glad he came! His legacy will live on. 
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Childhood Traumas: An Outline and Overview 


Lenore C. Terr, M.D. 


Childhood psychic trauma appears to be a crucial etiological factor in the development of 
a number of serious disorders both in childhood and in adulthood. Like childhood rheumatic 
fever, psychic trauma sets a number of different problems into motion, any of which may 
lead to a definable mental condition. The author suggests four characteristics related to 
childhood trauma that appear to last for long periods of life, no matter what diagnosis the 
patient eventually receives. These are visualized or otherwise repeatedly perceived memories 
of the traumatic event, repetitive behaviors, trauma-specific fears, and changed attitudes 
about people, life, and the future. She divides childhood trauma into two basic types and 
defines the findings that can be used to characterize each of these types. Type I trauma 
includes full, detailed memories, “omens,” and misperceptions. Type II trauma includes 
denial and numbing, self-hypnosis and dissociation, and rage. Crossover conditions often 
occur after sudden, shocking deaths or accidents that leave children handicapped. In these 
instances, characteristics of both type I and type II childhood traumas exist side by side. 
There may be considerable sadness. Each finding of childhood trauma discussed by the 


author is illustrated with one or two case examples. 


(Am J Psychiatry 1991; 148:10-20) 


M ental conditions brought on by horrible exter- 
nal events in childhood present a wide range of 
findings. If one looks only at the clinical manifestations 
of trauma in a given day in the life of the traumatized 
child, one could diagnose conduct disorder, borderline 
personality, major affective disorder, attention deficit 
hyperactivity, phobic disorder, dissociative disorder, 
obsessive-compulsive disorder, panic disorder, adjust- 
ment disorder, and even such conditions, as yet unof- 
ficial in the nomenclature, as precursors of multiple 
personality or acute dissociative disorder, and not be 
wrong. If one projects this multiplicity of technically 
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correct diagnoses onto a traumatized child’s adult- 
hood, one finds even more diagnostic leeway. 

We must organize our thinking about childhood 
trauma, however, or we run the risk of never seeing the 
condition at all. Like the young photographer in Cor- 
tazar’s short story and Antonioni’s film, “Blow Up,” 
we may enlarge the diagnostic fine points of trauma 
into such prominence that we altogether lose the cen- 
tral point—that external forces created the internal 
changes in the first place. We must not let ourselves 
forget childhood trauma just because the problem is so 
vast. 

Studies of adults in mental hospitals (1), adults suf- 
fering from multiple personalities (2), adults who are 
borderline (3), and adolescents who go on to commit 
murder (4) show that these adults and adolescents very 
often were abused or shocked in their own childhoods. 
Studies of adult rape victims demonstrate that they 
often were raped or incestuously abused as children 
and that they are quite prone to being raped again— 
and again—in their adult lives (5). Those who harm 
children have often been harmed themselves as chil- 
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dren (6). And some of those who indulge in self-muti- 
lation or who make repeated suicide attempts give 
vivid past histories of long-standing childhood horrors 
(7). 
Ore could say that childhood trauma is so ubiqui- 
tous to the psychiatric disorders of adolescence and 
adulthood that we should forget it, that it cancels itself 
out. We know, however, that not every child is directly 
shocked or personally subjected to terror from the out- 
side. Most children come from relatively kind, non- 
abusive families. Most youngsters are never enrolled in 
a pedophilic day-care center or happen upon a satanic 
cult. The chances of experiencing a frightening flood, 


hurricane, or earthquake are not that great. The. 


chances of witnessing a murder or of being kidnapped 
are not overwhelmingly high. Numbers of children 
should be able to get through their childhoods without 
any direct exposure to a traumatic event or series of 
terrible events. And they apparently do so (8, 9). 

Even if we were to broaden the diagnosis of child- 
hood trauma, as I will propose in this paper, to allow 
in any child mentally harmed enough by a single ex- 
ternal event or a long-standing series of such events to 
qualify for a trauma-related diagnosis, we could not 
possibly cover everything that we see in adults as a 
result of these early traumas—the borderline patients, 
the patients with multiple personality disorder, and the 
chronic victims or victimizers, for instance. We will 
still need our adult diagnostic schemes and our adult 
treatment plans. But perhaps, if we looked in a more 
organized fashion at childhood psychic trauma and at 
what it does, we would recognize it as the important 
etiologic determinant that it actually is. We could be- 
gin to see how childhood trauma works. And we could 
study it better. 

Like childhood rheumatic fever, which causes a 
number of conditions in adulthood ranging from mi- 
tral stenosis to subacute bacterial endocarditis to mas- 
sive heart failure, childhood psychic trauma leads to a 
number of mental changes that eventually account for 
some adult character problems, certain kinds of psy- 
chotic thinking, considerable violence, much dissocia- 
tion, extremes of passivity, self-mutilative episodes, 
and a variety of anxiety disturbances. Even though 
heart failure and subacute bacterial endocarditis in 
adulthood look very different from one another and 
demand specific treatments, their original cause—the 
childhood rheumatic fever—gives an organizing pat- 
tern to the physician’s entire approach. Every good 
internist knows how to obtain and assess a history of 
rheumatic fever, even though it was the pediatrician 
who originally diagnosed and treated the sick child. 

In this paper, I will define childhood trauma and 
point to four features that characterize almost all of 
the conditions resulting from extreme fright in child- 
hood. These four features are seen in children suffering 
the results of events that were single, sudden, and un- 
expected, the classical Freudian traumas (10, 11), and 
in children responding to long-standing and antici- 
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pated blows, those resulting in the various child abuse 
syndromes (12, 13) or survivor syndromes (14—16). 
These four features appear to last for vears-in the 
course of the condition. They are often seen in acults 
who were traumatized as children, even though the 
adults now carry other diagnoses. Only one or two of 
these four features may be evident in an individual 
traumatized as a child; but from the history it is often 
evident that the other features played an important 
part in the person’s life. 

I will divide all of the trauma-stress conditions of 
childhood into two rough categories and call them 
type I and type H childhood traumas. J will propose 
that children suffering from type I traumas, the results 
of one sudden blow, differ in certain ways from chil- 
dren suffering from type II traumas, the zesults of long- 
standing or repeated ordeals. I will conclude with a 
note on the crossover conditions, childhood traumas 
that appear to settle between the two major types that 
I propose. 

This paper is largely theoretical, although each point 
will be illustrated with a clinical example. It is based, 
in part, upon three studies: the Chowchilla kidnapping 
study (8, 17, 18), a retrospective study of 20 pre- 
schoolers suffering from a wide range cf traumas that 
were documented by third parties (19), and a study of 
normal latency-aged children’s and adolescents’ re- 
sponses to the Challenger space shuttle explosion (9). 
The paper is primarily kased, however, upon my clin- 
ical notes taken from more than 150 individual chil- 
dren who came for evaluation or treatment after a 
variety of externally generated horrors. The paper is an 
attempt to organize and to provide a scheme of think- 
ing about childhood psychic trauma. It is not meant in 
any way as a last-minute addition to the DSM-IV pro- 
cess or as a proposal for a new azd revisionary 
DSM-V. Instead, it is an outline and overview of a 
group of phenomena that may go their various ways 
into the adult diagnostic groups but that should still 
hold together in our thinking because of their associ- 
ation with the earliest traumas. 

I will define childhood trauma as the mental result of 
one sudden, external blow or a series of blows, ren- 
dering the young person temporarily helpless and 
breaking past ordinary coping and defensive opera- 
tions. As the reader will note, I have >roadened the 
concept of trauma to include not only those conditions 
marked by intense surprise but also those marked by 
prolonged and sickening anticipation. All childhood 
traumas, according to my definition, originate from 
the outside. None is generated solely wizhin the child’s 
own mind. Childhood trauma may be accompanied by 
as yet unknown biological changes that are stimulated 
by the external events. The trauma begins with events 
outside the child. Once the events take place, a number 
of internal changes occur in the child. These changes 
last. As in the case of rheumatic fever, the changes stay 
active for years—often to the detriment of the young 
victim. 
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CHILDHOOD TRAUMAS 


FOUR CHARACTERISTICS COMMON TO MOST 
CASES OF CHILDHOOD TRAUMA 


There are several well-known characteristics that 
distinguish the traumas of childhood. Thought sup- 
pression, sleep problems, exaggerated startle re- 
sponses, developmental regressions, fears of the mun- 
dane, deliberate avoidances, panic, irritability, and 
Aypervigilance are prominent among these. 

I consider four characteristics, however, particularly 
important in traumatized children no matter when in 
the course of the illness one observes the child and no 
matter what age the child is at the time. They are: 1) 
strongly visualized or otherwise repeatedly perceived 
memories, 2) repetitive behaviors, 3) trauma-specific 
fears, and 4) changed attitudes about people, aspects 
of life, and the future. 

One note on traumatic dreams, the classic Freudian 
sign of trauma that I have not included in my list of 
four: the repetitive dream is a hallmark of trauma, but 
it is not always seen in childhood trauma, especially in 
children under age 5. Dreaming appears to be some- 
thing that develops into what we recognize as dream- 
ing by about age 3 or 4 (20). Before that, infants phys- 
ically demonstrate that they are dreaming by making 
mouthing movements or little sounds in their sleep. 
Toddlers may scream from sleep without awakening, 
but this kind of dreaming is often too primitive and 
inexpressive to establish that traumatic dreams are ac- 
tually taking place (21). In a study of 20 children with 
documented traumas that occurred before the age of 5, 
only four of them verbalized the contents of their 
dreams (19). The repeated dream apparently is very 
difficult to find in most traumas before the age of 5. 
Furthermore, these dreams often take deeply disguised 
forms as time progresses after the traumatic event. In 
those children old enough to dream and to remember 
their dreams, traumatic dreaming may occur at inter- 
‘vals several years apart or in such deeply disguised 
forms that the process becomes extremely difficult to 
distinguish from other forms of dreaming. 


Visualized or Otherwise Repeatedly Perceived 
Memories 


The ability to re-see or, occasionally but less fre- 
quently, to re-feel a terrible event or a series of events 
is an important common characteristic of almost all 
externally generated disorders of childhood (22). Re- 
seeing is so important that it sometimes occurs even 
when the original experience was not at all visual (22). 
Tactile, positional, or smell memories may also follow 
from long-standing terrors or single shocks. But the 
tendency to revisualize appears to be the strongest of 
all of these re-perceptions in childhood trauma. Visu- 
alizations are most strongly stimulated by reminders of 
the traumatic event, but they occasionally come up 
entirely unbidden. 

The vivid and unwelcome nature of returning trau- 
matic visualizations marks them as special to these ex- 
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ternally generated conditions. Children tend to see 
their traumas and old ordeals at leisure—during times 
when they are bored with classes, at night before fall- 
ing asleep, and when they are at rest listening to the 
radio or watching television. As opposed to those trau- 
matized as adults, traumatized children rarely find 
themselves abruptly interrupted by sudden, dysphoric 
visualizations. 

Even those who were infants or toddlers at the time 
of their ordeals and thus were unable to lay down, 
store, or retrieve full verbal memories of their traumas 
tend to play out, to draw, or to re-see highly visualized 
elements from their old experiences (19). In cases in 
which the facts of a sexual abuse are not known, for 
instance, children may indicate their internalized vi- 
sions of the abuse by sketching what they see in their 
mind or acting it out almost like a movie picture. Such 
children may use their visual and positional senses, 
senses that may outlast the verbal memory itself, to 
draw pictures of themselves “at the most scary mo- 
ments of [their] life.” Of course, other posttraumatic 
features should be present, too, if the child actually 
was a trauma victim. 


Three and a half years after experiencing a series of trau- 
matic events, a 5-year-old child was discovered (through por- 
nographic photographs confiscated by U.S. Customs agents) 
to have been sexually misused in a day-care home between 
the ages of 15 and 18 months. The girl’s parents did not dare 
speak to her about what they had learned from the investi- 
gators. They, in retrospect, realized that she had been sketch- 
ing hundreds of nude adults beginning from the time when 
she had first begun to draw. 

While playing in my office, this child told me that a baby 
she had just drawn was “all naked” and “a bad girl.” Un- 
knowingly, she had just depicted herself. Despite the fact that 
the little girl’s only verbal memory of the events was “I think 
there was grave danger at a lady—MaryBeth’s—house,” her 
volumes of drawings represented strongly visualized ele- 
ments that she had retained and had needed to recreate from 
these very early, nonverbal experiences. 


A 40-year-old mental health professional began working 
at a facility for male juvenile delinquents. On his long rides 
home he began seeing himself as a toddler—attacked in a 
shack by a group of older children. The man drove to the 
town where he had lived until he was 4 years old, and he 
found the shack that he had “pictured.” The shack stood 
catercornered to his old house. 


Repetitive Behaviors 


Play and behavioral reenactments are frequent man- 
ifestations of both the single blow and the long-stand- 
ing terrors of childhood. Psychophysiologic repetitions 
are less frequently observed in ordinary practice, but 
they gain particular importance in certain cultures 
(23). Posttraumatic play, defined by the players as 
“fun,” is a grim, long-lasting, and particularly conta- 
gious form of childhood repetitive behavior (24). Al- 
though reenactments lack the element of “fun,” they 
also repeat aspects of the terrible events. Reenactments 
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can occur as single behaviors, repeated behaviors, or 
bodily responses. Repetitive behaviors may even be 
seen in children who were exposed to traumatic events 
before the age of 12 months (19), In other words, chil- 
dren who have no verbal memory whatsoever of their 
traumas may be seen to feel physical sensations or play 
or act in a manner that evokes what they originally 
experienced at the time of the event. The 5-year-old 
girl described in the previous case vignette, for in- 
starice, experienced “funny feelings” in her “tummy” 
every time she saw a finger pointed at her. The porno- 
graphic pictures confiscated by the customs authorities 
showed an erect penis jabbing the very spot on the 
15-18-month-old child’s belly that she had indicated 
when, at age 5, she spoke of the “funny feelings.” 

The childhood survivors of single shocks and of 
long-standing terrors are usually entirely unaware that 
their behaviors and physical responses repeat some- 
thing of the original set of thoughts or emergency re- 
sponses. Thus, the presence or absence of behavioral 
reenactments may at times be better determined from 
interviews with third parties. 

Behavioral reenactments may recur so frequently as 
to become distinct personality traits. These may even- 
tually gather into the personality disorders of adult- 
hood, or they may recur so physiologically as to rep- 
resent what seems to be -physical disease. Long after 
most repeated nightmares have disappeared into 
deeply disguised form, reenactments continue to char- 
acterize the behaviors of traumatically stressed chil- 
dren. Recent psychiatric investigation into the lives 
and works of important artists—Edgar Allen Poe, 
Edith Wharton, René Magritte, Alfred Hitchcock, and 
Ingmar Bergman (25), Stephen King (26), and Virginia 
Woolf (27)—show that these artists reenacted child- 
hood traumas behaviorally throughout their lifetimes 
and also played out their traumas in artistic works 
spanning their entire careers. If one could live a thou- 
sand years, one might completely work through a 
childhood trauma by playing out the terrifying sce- 
nario until it no longer terrified. The lifetime allotted 
to the ordinary person, however, does not appear to be 
enough, 


A 5-year-old girl walked into a circus tent and was sud- 
denly attacked by a runaway lion. The animal tore open her 
scalp and bit into her face. The girl had to undergo several 
surgical procedures to repair what happened within a few 
seconds’ time. She was left with an uneven hairline and a 
large bald spot. After the extraordinary experience, the little 
girl preferred “Beauty Parlor” to all other games of pretend. 
She combed her younger sister’s hair repeatedly, often bring- 
ing the younger child to tears over the roughness of the 
combing. The little girl’s dolls developed bald spots and un- 
even hairlines without anyone ever observing exactly how 
these anomalies came into being. The child, previously out- 
going and friendly, stuck close to home and rarely ventured 
out into her neighborhood. At age 6, her main hopes for the 
future were to grow up and become a runway model or a 
“beauty parlor lady.” 
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Trauma-Specific Fears 


Some of the specific fears related to the shocks and 
long-standing extreme external stresses of childhood 
can be avoided by moving out of town cr by changing 
houses or neighborhoods. Fears can be conditioned 
away by repeatedly facing the feared object. Most ex- 
tremely stressed or psychically traumatized children 
continue to harbor one or two trauma-related fears, 
however, well into adulthood. Fears of specific things 
that are related to experiences precipitated by trau- 
matic events are fairly easy to spot, once one knows 
what the trauma might have been. This type of literal, 
specific fear is pathognomonic of the childhood trau- 
mas. Whereas neurotically or developmentally phobic 
children may fear all dogs, the dog-bitzen youngster 
will fear the German shepherds, the Dobermans, or 
whatever species actually created the traumatic state. 
Whereas neurotically anxious children fear growing up 
or getting married, traumatized youngsters fear (and 
re-create) oral sex, anal intercourse, or whatever par- 
ticular sexual abuse they originally experienced. 

Traumatized children tend also to fear mundane 
items—the dark, strangers, looming objects, being 
alone, being outside, food, animals, and vehicles, for 
instance. In fact, fears of the dark and of being alone 
are strongly connected with sudden shocks in the early 
years (9). But these mundane fears may also be con- 
nected with a number of other emotional disorders and’ 
developmental stages of childhood. The panic and ex- 
treme avoidances observed following terrifying events, 
in connection with this mundane group of fears, do 
make them important to childhood trzuma. But the 
specific, literal kinds of fear noted in the preceding 
paragraph almost “label!” the traumatic condition. 
When one sees this literal kind of fear lasting through- 
out the years despite the natural tendencies toward 
spontaneous desensitization, childhood trauma is the 
most likely cause. 


A girl was sexually misused by her father from age 5 to age 
15, at which time she ran away from home, never to return. 
As a married adult of 38, she feared sex with her husband 
unless she initiated the act herself. She responded to the fe- 
male-on-top or side-to-side positions, positions that had not 
originally been taken by her father. Any sexual positioning 
that was evocative of the incestuous set of sexual postures 
stimulated fear, pain, and revulsion. 


Changed Attitudes About People, Life, and the Future 


The sense of a severely limited future, along with 
changed attitudes about people and life, appears to be 
important in the trauma and extreme stress disorders 
originating in childhood. The limitation of future per- 
spective is particularly striking in traumatized children 
because ordinary youngsters exhibit almost limitless 
ideas about the future. Truisms, such as “‘I live one day 
at a time” or “I can’t guess what will happen in my 
lifetime,” come from the rethinkings that occur in the 
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years after traumatic events. Ideas such as “You can’t 
trust the police” or “You can’t count on anything or 
anyone to protect you” also follow from single and 
long-standing, repeated traumas. Sexually traumatized 
girls may shrink away from men or accost them with 
overfriendly advances. Part of this behavior is reenact- 
ment, but part reflects attitudinal changes. Limitations 
in scope and future perspective in childhood trauma 
victims seem to reflect the ongoing belief that more 
traumas are bound to follow. Traumatized children 
recognize profound vulnerability in all human beings, 
especially themselves. This shattering of what Lifton 
and Olson call “the shield of invincibility” (28) and 
what Erikson terms “basic trust” and “autonomy” 
(29) appears to characterize almost all event-engen- 
dered disorders of childhood. The feeling of futureless- 
ness of the traumatized child is quite different from 
that of the depressed youngster. For the traumatized, 
the future is a landscape filled with crags, pits, and 
monsters. For the depressed, the future is a bleak, fea- 
tureless landscape stretched out to infinity. 


A 17-year-old boy, searching for a freeway shoulder on 
which to stop his disabled car, was hit from the rear by a 
speeder. The boy’s automobile exploded. He flew out com- 
pletely unscathed but watched helplessly as his best friend 
burned to death in the passenger seat. 

For months after the event the boy could not work and 
spent most of his days moping. He was plagued with bad 
dreams and fears of further disaster. He began psychother- 
apy; and when I said to him at the end of an early session, 
“See you next week,” he asked, “How do you know it will be 
next week? Who knows? I may die on my way out of your 
office. I may be killed out there on the sidewalk. J don’t count 
on seeing you next week. I live day to day—day to day.” 


A 15-year-old girl came for psychiatric treatment because, 
since she was attacked at age 8, she had failed to volunteer or 
speak up in class. Since her acceptance in an academic high 
school, she could achieve no more than Bs because she was 
too quiet. 

The girl had experienced significant changes in her atti- 
tudes about life and people while she was lying in a hospital 
room for 3 months, following repairs to her vagina, anus, 
and peritoneum. A man had grabbed her from a Chinatown 
sidewalk on her way home from school. He had taken her 
into an abandoned garage and attacked her vagina with a 
pair of chopsticks. The girl had decided after her ordeal that 
she was “chosen” by the deranged man because she had 
“showed too much.” Never again, she had vowed to herself, 
would she ever “show.” People could not be trusted, she 
believed. Life must be endured, not savored, 


FEATURES CHARACTERISTIC OF THE SINGLE-BLOW 
TRAUMAS, TYPE I DISORDERS 


The type I traumatic conditions of childhood follow 
from unanticipated single events. These are classical 
childhood traumas by Anna Freud’s definition (30). 
These are also the most typical posttraumatic stress 
disorders that one finds in childhood, usually meeting 


14 


the criteria of repetition, avoidance, and hyperalert- 
ness that represent the major divisions in our diagnos- 
tic manual, DSM-III-R. Those children who suffer the 
results of single blows appear to exhibit certain symp- 
toms and signs that differentiate their conditions from 
those resulting from the more complicated events. The 
findings special to single, shocking, intense terrors are 
1) full, detailed, etched-in memories, 2) “omens” (ret- 
rospective reworkings, cognitive reappraisals, reasons, 
and turning points), and 3) misperceptions and mis- 
timings. Type I traumas do not appear to breed the 
massive denials, psychic numbings, self-anesthesias, or 
personality problems that characterize the type II dis- 
orders of childhood. 


Full, Detailed Memories 


With the exception of youngsters below the approx- 
imate age of 28 to 36 months, almost every previously 
untraumatized child who is fully conscious at the time 
that he or she experiences or witnesses one terrible 
event demonstrates the ability to retrieve detailed and 
full memories afterward (19). Verbal recollections of 
single shocks in an otherwise trauma-free childhood 
are delivered in an amazingly clear and detailed fash- 
ion. Children sometimes sound like robots as they 
strive to tell every detail as efficiently as possible. As a 
matter of fact, children are sometimes able to remem- 
ber more from a single event than are the adults who 
observed the same event (24). A few details from a 
traumatic event of childhood may be factually wrong 
because the child initially misperceived or mistimed the 
sequence of what happened. But children with type I 
disorders seem to remember the event and to give im- 
pressively clear, detailed accounts of their experiences. 

This remarkable retrieval of full, precise, verbal 
memories of almost all single-blow traumas makes one 
conclude that these memories stay alive in a very spe- 
cial way, no matter how much conscious suppression 
the traumatized child is attempting. Memories of pro- 
longed or variably repeated childhood abuses, on the 
other hand, appear to be retained in spots, rather than 
as clear, complete wholes (19). Amnesias, as a matter 
of fact, are often reported in children who seem to be 
heading for the multiple personality disorders of adult- 
hood (31). Children who have been repeatedly physi- 
cally or sexually abused may waver in their accusa- 
tions of abusers and waver in the completeness and the 
detail of their memories. But children who have been 
traumatized a single time do not often forget. As Malle 
says at the conclusion of his autobiographical film, Au 
Revoir Les Enfants (1987), a tale of a single, terrible 
event from his boyhood in occupied France, “Over 
forty years have passed, but I will remember every 
second of that January morning until the day I die.” 


The first time that he visited the psychiatrist, a 5-year-old 
boy minutely described his stepfather’s murder of his baby 
brother. The incident had occurred 2 weeks earlier. The boy 
knew just where under the television table in a motel room 
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he had been'hiding. He reported exactly where he had been 
sitting and lying before taking cover. He described the types 
of blows that fell upon his younger sibling and meticulously 
repeated the attacker’s phrases and threats. He said that he 
had been trying to forget all of this but could not. The boy’s 
teacher had been reprimanding him for repeatedly hiding 
under the desks and tables at school, but neither teacher nor 
student recognized the significance of this “bad behavior.” 


Omens 


During and after single-blow shocks, children tend 
frequently to ask themselves “Why?” and “Why me?” 
In this way they attempt to gain retrospective mastery 
over the randomness, the lack of control, and the “‘less- 
than-humaneness” of the trauma that they endured. 
Wher: children traumatized by a single event belatedly 
develop a reason why everything happened, a purpose 
to the entire affair, or a way that the disaster could 
have been averted, considerable mental energy goes 
into these reworkings of the past. I have termed these 
belated reshiftings, reasons, and warnings “omens” 
(17), while Pynoos et al. call them “cognitive reap- 
praisals” (11). I believe that we are describing the same 
phenomenon. This kind of rethinking and reworking 
occurs much more often after one sudden external 
shock than it does after a prolonged series of terrible 
experiences. Children who have found omens or rea- 
sons to explain why they suffer often feel intensely 
guilty. Although victims of type II childhood trauma 
also experience profound guilt, the sense of guilt does 
not often consciously align itself to the “Why me?” 
question. The repetitions and long-standing nature of 
the type II stressors make the inquiry “How could I 
have avoided it?” far less pressing than the question 
“How will I avoid it the next time?” 

The omen or cognitive reappraisal is a belated way 
in which the singly traumatized child tries to deal ret- 
roactively with what had been entirely unexpected—a 
sudden, surprising psychological blow. Because re- 
peated horrors encourage a sense of anticipation and 
expectation, different means of coping come to be em- 
ployed. These means of coping eventually create the 
defining characteristics of the type II disorders, char- 
acteristics that are unmatched in the type I disorders. 


An 8-year-old boy’s mother bought him a fancy skate- 
board, admonishing him to ride only on the sidewalk. The 
first Saturday morning the boy rode his skateboard on the 
sidewalk, he was run over by a car backing out of a neigh- 
bor’s driveway. The boy commented a year later, “I can’t 
help thinking many, many times about what Mom said 
about riding skateboards on sidewalks.” 


A 16-year-old girl received a slice of pizza from her best 
friend as a birthday present. Biting into the pizza, she was 
poisoned by a corrosive toxin. The girl suffered from internal 
injuries for more than 6 weeks. Even though the real source 
of the poison was found by health officials at the pizza par- 
lor, the injured girl thought again and again about the nature 
of her relationship with the friend who had purchased the 
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pizza. In minutest detail she -ried to figure ou: at what point 
her friend had decided to kill her. 


Misperceptions 


Misidentifications, visual hallucinations, and pecu- 
liar time distortions often occur to child-en who have 
experienced single, intense, unexpected shocks (22, 
32). In contrast to this, the long-standing, extreme ex- 
ternal stresses that affect children are often engineered 
by perpetrators known to them—caretakers, teachers, 
or family members, for instance. Because of a child’s 
familiarity with such perpetrators, the chances of early 
misperceptions become slim. Two important excep- 
tions to this general rule are when a tvpe II victim 
thinks that he or she “sees” a once-familiar abuser 
years after losing track of the person and when a 
known, long-standing perpetrator was never perceived 
correctly by the child because of a disgu:se that he or 
she was wearing (as in satanism and cults). 

Many of the type I childhood traumas include visual 
misperceptions and hallucinations. These perceptual 
distortions may seem to indicate organic mental con- 
ditions or psychoses, but a few bizarre sightings do not 
“make” a brain disorder or a schizophrenic episode. 
Visual hallucinations and illusions are observed in chil- 
dren shortly after traumetic events and, at times, long 
after sudden, unanticipated shocks. Massive releases of 
neurotransmitters in the drain at the time of the terror 
may account for these problems with percepticn. But 
the types of substances and mechanisms are, as yet, 
unknown. 


A 7-year-old girl rode in a station wagon alongside her 
sister and two cousins on a family outing to the mountains. 
A loose boulder from an adjacent hillside smashed into the 
roof of the girl’s car, killing one cousin and the girl’s older 
sister, while sparing the girl and her other ycung cousin. For 
the ensuing year, the surviving girl “saw” her sister at her 
bedside almost every night. The dead sister visited the living 
child dressed in pink, green, and orange outfits. She appeared 
fully fleshed, as she was in Life. The vision sa:d nothing. The 
young survivor felt upset by a sense of menace emanating 
from her sister’s “ghost,” yet, at the same time, she felt oddly 
comforted by the sight. 


FEATURES CHARACTERISTIC OF VARIABLE, 
MULTIPLE, OR LONG-STANDING TRAUMAS, 
TYPE I] DISORDERS 


Type Il disorders follow from long-standing or re- 
peated exposure to extreme external events. The first 
such event, of course, creates surprise. But the subse- 
quent unfolding of horrors creates a sense of anticipa- 
tion. Massive attempts to protect the psyche and to 
preserve the self are puz into gear. The defenses and 
coping operations used in the type II disarders of child- 
hood—massive denial, repression, dissociation, self- 
anesthesia, self-hypnosis, identification with the ag- 
gressor, and aggression turned against the self—often 
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lead to profound character changes in the youngster. 
Even though a repeatedly abused youngster may not 
settle into a recognizable form of adult character dis- 
order until the late teens or early twenties, extreme 
Kopay problems may emerge even before the age 
of 5. 

The emotions stirred up by type II traumas are 1) an 
absence of feeling, 2) a sense of rage, or 3) unremitting 
sadness. These emotions exist side by side with the fear 
that is ubiquitous to the childhood traumas. Type II 
disorders, under the scrutiny of able mental health pro- 
fessionals, may come to be diagnosed in childhood as 
conduct disorders, attention deficit disorders, depres- 
sion, or dissociative disorders. Recognition of the ex- 
panded group of traumas that I am suggesting here 
may help to define a common etiology and range of 
findings for many of these childhood conditions. Of 
course, if a child originally was traumatized, one 
would expect to find vestiges of the repeated visualiza- 
tions, repeated behaviors and physiologic sensations, 
specific fears, and revised ideas about people, life, and 
the future that appear to characterize the childhood 
traumas. 


Denial and Psychic Numbing 


Denial and psychic numbing have long been consid- 
ered classic findings of the posttraumatic stress disor- 
ders. Diagnostic problems often arise, however, be- 
cause massive denial and emotional shutdown are so 
often evanescent or absent in children who have gone 
through single shocks (17). Although conscious sup- 
pression of thoughts will take place in any kind of 
trauma, and although brief, limited denial and numb- 
ing may last from moments to hours after a shocking 
event, massive denial and psychic numbing are primar- 
ily associated with the long-standing horrors of child- 
hood, what I would call the type II traumas. Children 
who experience this type of stress may employ such 
extreme numbing and denial that they look extremely 
withdrawn or inhuman. When very young, they may 
assume the guise of Spitz’s “thospitalism” babies (33) 
or of “hail fellow well met” superficiality (34), both of 
which are signs of failure of attachment and of per- 
sonality organization. 

Children who experience type II traumas do not 
complain of going “numb.” The sense of going dead is 
one that depends upor years of subjectively knowing 
what it was to feel alive. On the other hand, children 
who have been repeatedly brutalized or terrorized do 
exhibit massive denial to the eyes of the trained ob- 
server. Such children avoid talking about themselves. 
They often go for years without saying a thing about 
their ordeals. They valiantly try to look normal at 
school, in the neighborhood, and on the playground. 
They may tell their stories once or twice and entirely 
deny them later. (This is quite different from some chil- 
dren who have experienced type I traumas, who may 
tell their stories even at kindergarten Show and Tell.) 

Children who experience type II traumas often for- 
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get. They may forget whole segments of childhood— 
from birth to age 9, for instance. Where one sees the 
difference between these “forgetful” children and or- 
dinary youngsters is in the multiply traumatized child’s 
relative indifference to pain, lack of empathy, failure to 
define or to acknowledge feelings, and absolute avoid- 
ance of psychological intimacy. Repeatedly brutalized, 
benumbed children employ massive denial—and when 
their denial-related behaviors cluster together, the re- 
sultant childhood personality disorder (one that cuts 
across adult narcissistic, antisocial, borderline, and 
avoidant categories) is massive. 

Profound psychic numbing in children occurs as an 
accommodation to the most extreme, long-standing, 
or repeated traumatic situations. Childhood physical 
and sexual abuse represent two of these extremes. 
What still makes the underlying idea of “trauma” the 
correct etiology and pathogenesis here is the fact that 
the specific fears, the repeated play, the behavioral and 
physiologic reenactments, the tendencies toward visu- 
alizations, and the revised ideas about life, people, and 
the future seem to persist in so many of these children 
for years after the last abuse stops. 


Suzanna was 6 years old when her teenaged brother began 
sexually molesting her. (It turned out that he, in turn, had 
been sexually molested by a junior high school teacher before 
he began abusing Suzanna.) Suzanna once tried to tell her 
mother, “Nobody’s supposed to touch you in your—” (she 
pointed at her genitals). But after that she said nothing fur- 
ther to her parents, teachers, or friends until the school nurse 
discovered what was happening 2% years after it began. 

On psychiatric examination when she was age 9, Suzanna 
spent much of the first hour pushing her index finger back 
and forth through a small hole she had made with the rest of 
her fingers. She repeatedly rubbed the loose couch pillows 
over one another. She said of her experiences with her 
brother, “He put his penis where I pooped. It hurt. I told him 
it hurt, but he said nuttin’ back. I didn’t like that at all. It 
didn’t really frighten me. Not really. I just made up my mind 
to think about other things.” 

When Suzanna was asked how she was able-to do this 
mind trick, “to think about other things,” she replied, “I say 
‘I don’t know’ over and over to myself. When I say my 
prayers I keep saying the last word of the prayer. Sometimes 
I do it a hundred times. I say ‘I don’t know’ a lot of times in 
my mind each day. . . . Sometimes now I find myself not feel- 
ing things. I don’t feel sad or mad when J should be. I’m not 
afraid when I should be. I act silly and crazy a lot. The people 
at my school think Pm funny because of it.” 


Self-Hypnosis and Dissociation 


Spontaneous self-hypnosis, depersonalization, and 
dissociation are important outcomes of repeated, long- 
standing terrors (the type II traumas). Children who 
have been the victims of extended periods of terror 
come to learn that the stressful events will be repeated. 
Some of these children, the ones, perhaps, who have an 
innate ease of hypnotizability, spontaneously fall upon 
the technique of self-hypnosis. This mechanism en- 
ables a child mentally to escape. Suzanna, the child 
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described in the previous paragraph, used the repeti- 
tion of a single word, the last word of her prayers, to 
accomplish this escape from pain and worry. She also 
lulled herself into minitrances by saying “I don’t 
know” in her mind. The children at school recognized 
her affect to be unusual. But nobody but the child 
herself could recognize the self-hypnosis. 

Traumatized children who use a great deal of self- 
hypnosis may, in fact, go on to develop adult multiple 
personality disorders (35). This is probably a rare con- 
dition. Spontaneous dissociation, however, accounts 
for a number of more commonly observed findings in 
abused children—bodily anesthesias, feelings of invis- 
ibility, and amnesias for certain periods of childhood 
life. 

Multiple personality disorder, a syndrome in search 
of its own place in our diagnostic manuals, belongs 
here, at least in terms of etiology—the repeated, ex- 
treme, long-standing traumas of childhood. In chil- 
dren, periods of time that cannot be accounted for, 
problem behaviors, visual and auditory hallucinations, 
and headaches appear to indicate that the child is suf- 
fering from multiple personality precursors (36). Most 
self-hypnotizing children who are type H trauma vic- 
tims fall short of the multiple personality or precursors 
diagnoses, however. They develop, instead, anesthesias 
to bodily pain, sexual anesthesias, and extreme emo- 
tional distancings. Children who come to expect the 
repetition of terrors remove themselves in any way that 
they can. These emotional removals are not possible 
for the ordinary type I trauma victim. 


Frederick was 7 years old when he was sent to live with his 
aunt because his mother found out, through a tape recording 
set up to catch her husband at infidelity, that Frederick’s 
stepfather had been throwing him against walls while she 
worked the evening shift. Frederick did not tell anyone his 
year-long story, despite two visits to the emergency room 
and one neighbor-instigated protective service investigation. 

While in his aunt’s custody, Frederick glanced down at the 
playground pavement one day and saw blood. After several 
seconds of searching for a wounded companion, Frederick 
realized that it was be who was bleeding. The boy realized he 
could feel no pain. 

In e psychotherapy session I asked Frederick how he could 
make this sort of thing happen. “It jus’ happens now,” he 
said. “I used to pretend I was at a picnic with my head on 
Mommy’s lap. The first time my stepdaddy hit me, it hurt a 
lot. But then I found out that I could make myself go on 
Mommy’s lap [in imagination], and Winston couldn’t hurt 
me that way. I kept goin’ on Mommy’s lap—I didn’t have to 
cry or scream or anything. I could be someplace else and not 
get hurt. I don’t know how many times Winston punched me 
out. I wasn’t always payin’ attention. Like I told you, first Pd 
be at a picnic on Mom’s lap. Later J didn’t have to think of 
no picnic—jus’ her lap. Now if somethin’ makes me bleed, | 
don’t think of no lap at all. I jus’ don’t feel no pain.” 


Jamie was repeatedly abused by his alcoholic father. He 
had zlso repeatedly observed his father beat his mother. At 
age & he witnessed his mother shoot his father to death. 
When he was 9, the child was psychologically evaluated. At 
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that time he told me, “I started some planets. 1 made my 
planets up as a game. But irs real now. It’s no game any- 
more.” Jamie described a sefe planet he had invented long 
ago, his own planet. He also had invented a number of very 
unsafe planets where people “got killed.” He said that he had 
come to achieve invisibility by repeatedly visiting his own 
safe planet and avoiding the unsafe ones. “Starting when I 
was 6,” he said, “I began to feel invisible. When my Mom 
pointed a gun at my Dad . . . I was thinking like ‘I didn’t see 
it,’ like ‘This didn’t happen.’ I blinked to see if I was dream- 
ing... . I remember at first pretending I wasn’t there—that | 
didn’t see it—that I was on my own planet. I had gone there 
a lot before. When Mom ard Dad would fight, I would try 
not to hear, not to see. I’d try to go to sleep. Normally I 
couldn’t. I’d try to get out of the room where they were. Pd 
try to visit my planet. But now my mind, yes, it just goes 
blank. Mostly it happens at nome. A few minutes at a time.” 

Jamie repeatedly dreamed by night about his fatker’s 
death. And he visualized the killing by day. But from the 
moment that his dad was shot, Jamie wondered if he himself 
could turn invisible. “I know I can,” he said. “I do it here on 
earth. I do it all the time on my planet. You're just going to 
have to believe me. My friends believe it. . . . When my father 
was being shot I felt invisible. But if I turned iavisible in front 
of everybody, they’d take away my powers.” 


Rage 


Rage, including anger turned against the self, is a 
striking finding in those posttraumatic disorders that 
are brought on by repeated or long-standing abuses, 
the type II disorders. One observes rage and its nega- 
tive, extreme passivity, in those type II disorders orig- 
inating in places where trust originally resided. Dor- 
othy Otnow Lewis and her group reported that among 
adolescent delinquents who go on to commit murder, 
chronic physical abuse is a key finding within a cluster 
of several other key findings (36). The rage of the re- 
peatedly abused child cannot safely be underestimated. 

Reenactments of anger may come so frequently in 
the type II trauma disorders that habitual patterns of 
aggressiveness are established. The rage may become 
so fearsome to the child as to create extremes of pas- 
sivity. Wild fluctuations of beth active anger and ex- 
treme passivity may so dominate the clinical picture 
that the young person is eventually given a diagnosis of 
borderline personality. Defenses against rage such as 
passive into active and identification with the aggres- 
sor also put their own peculiar stamps on the type Il 
child. Type H children have been known to attack their 
own bodies. Self-mutilacions or physically damaging 
suicide attempts occur. The festering anger of the re- 
peatedly abused child is probably as damaging a part 
of the condition as is the chronic numbing. Both of 
these, in fact, the numbing and rage, probably figure 
later in the antisocial, borderline, narcissistic, and mul- 
tiple personality diagnoses that are so often part of the 
picture of the type H traumatized child grown up. 


A 5-year-old boy whose new stepmother had been tying 


chim with ropes and leaving him locked up in closets behaved 


well at kindergarten. At home, however, he took scissors to 
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his stepmother’s best lingerie. He sprinkled India ink twice 
into the family wash. He consistently managed not to eat the 
food his stepmother prepared for him. The boy’s stepmother 
said he was asking for the punishments she gave him. And so 
the abuses escalated. 


A 45-year-old woman had been a teenager in summer 
camp when the atomic bomb destroyed her home in Hi- 
roshima. (Her immediate family was spared; all were out of 
town on Aug. 6, 1945.) As an adult, the woman could not 
get along well with her American-born husband, alternately 
accusing him of laziness, ineptitude at work, and infidelity. 
From the time her daughter turned 13, the woman began 
believing the girl to be promiscuous, a liar, a drug addict, and 
a thief. The woman could not get along with her co-workers 
at the international law office where she worked. She was 
able, she said, to relate only to customers from Japan. They 
reminded her “of the people [she] used to know at home 
when [she] was a girl.” I invited the woman to come to my 
office to talk about her experiences with the bomb. She made 
two appointments for this purpose but failed to appear for 
either. Obviously, too much time had elapsed to prove any 
cause-and-effect hypothesis here. It is interesting, however, 
that the woman’s anger and suspiciousness rested only with 
American and American-influenced people. Native Japanese 
persons, the victims, not the perpetrators of the atomic 
bomb, were entirely spared her wrath. 


CROSSOVER TYPE I-TYPE II TRAUMATIC 
CONDITIONS OF CHILDHOOD 


When a single psychological shock takes a child’s 
parent’s life, leaves a child homeless, handicapped, or 
disfigured, or causes a child to undergo prolonged hos- 
pitalization and pain, the ongoing stresses tend to push 
the changes in the child toward those characteristic of 
the type II childhood traumas. In these cases one often 
finds features of both the type I and the type II condi- 
tions. Those children with permanent handicaps, long- 
standing pain, or loss of significant objects are often 
forced into making significant character changes or us- 
ing numbing tricks to minimize their pain. They may 
still retain, however, the characteristics typical of re- 
sponses to single events—clear memory, perceptual 
distortions, and omens. 


Perpetual Mourning and Depression 


Psychic shock interferes with childhood bereave- 
ment and vice versa (37). The combined psychological 
effects of shock and grief continue to drag on through- 
out childhood. As time goes by, and the childhood 
mourning does not proczed through its ordinary stages 
(38), the young trauma victim is reinjured—from the 
inside this time—through prolonged exposure to sad- 
ness and loss. The psychological condition of mixed 
mourning and trauma ia youth may take the guise of 
major affective disorder and may have to be treated as 
such, at least at first. There is a high rate of depression 
in refugee children from brutal regimes (15, 16). An 
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explanation for this finding may be the unresolved 
trauma that potentiates and extends the unresolved 
grief, the grief that furthers the trauma, or both. 


A 4-year-old boy watched his older sister’s evisceration in 
a freak accident in a children’s swimming pool. Before the 
disaster she had asked him to play, but he had refused. The 
little girl then sat down on an exposed drain pipe. The boy 
spent a couple of years after the accident using wooden 
blocks to build his own perfect pool. He blamed himself for 
not agreeing to play with his sister, an act, he felt, that caused 
his sister’s injury. The boy retained a clear memory of all of 
the events. He showed symptoms typical of type I trauma. 

Following his sister’s death in transplantation surgery 2 
years after the accident, the boy began to retreat from his 
friends, avoid participating in class, and stay silent much of 
the time. His teachers complained about his extreme passiv- 
ity and said he was losing ground in subjects in which he had 
already proved himself. He lost some weight and stopped 
sleeping through the night. He lost his playfulness and began 
losing his friends. His 2 years of mourning had introduced 
type H characteristics into a previously pure type I disorder. 


Childhood Disfigurement, Disability, and Pain 


Children who are physically injured in psychically 
traumatic accidents tend perpetually to mourn old 
selves, personas that were previously intact and per- 
fect. Even when perpetual grief is not the problem, 
posttraumatic physical handicaps frequently demand 
considerable personality reorganization in order that 
the child can live with a new, limited self. In children, 
character rearrangements may become massive. To 
deal with the pain and procedures accompanying trau- 
matic accidents, children may employ self-hypnosis. 
They may experience self-revulsion, unremitting guilt 
and shame, impotent rage at their peers who shun and 
tease them, and sadness. Suicide attempts are not in- 
frequent in this group. Robert Stoller suggested in a 
recent paper that some extremes of adult sadomasoch- 
istic behavior may originate in painful illnesses, inju- 
ries, and procedures during childhood. Rather than 
self-hypnotizing, these children may divert themselves 
from the pain by self-stimulating—and thus perpetu- 
ally associate their pain with sexuality (39). Childhood 
syndromes of injury and shock do not consistently 
qualify, under DSM-III-R criteria, as posttraumatic 
stress disorders (40). But these mixed syndromes of 
depression, numbing, rage, and fright often carry 
many of the four characteristics that I associate with 
childhood traumas. Adjustment to a sudden surprise, 
coupled with a prolonged ordeal, often lies at the or- 
igin of the problem. 


A kindergartner climbed onto a large department store 
display table, causing it to fall over onto her face as her 
grandmother paid the clerk for a purchase. The child’s facial 
bones were smashed, and although they were beautifully re- 
constructed, she looked quite different than she had before 
the accident. Old friends did not recognize her, and other 
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kindergartners told the child that she must be pretending to 
be Belinda—she could not actually be Belinda. 

The little girl, previously outgoing, mischievous, and viva- 
cious, took on a quiet, remote, and perfectly well-behaved 
mode cf behavior. Two years after the accident she said, “I 
was a devil before, but I was punished for it. Now I’m good.” 
Despite the fact that she experienced bad dreams, liked to 
play alone under chairs, and tended to mutilate her dolls’ 
faces, Belinda’s character change dominated all other post- 
traumatic findings. 


SUMMARY 


There appears to be a group of problems brought on 
in childhood by the experience of extreme fright gen- 
erated by outside events. Some of these childhood 
problems are created by one external shock, and others 
are created by a multiplicity of blows. Untreated, all 
but the mildest of the childhood traumas last for years. 
The child’s responses, in fact, may create a number of 
different kinds of problems in adult life. There are four 
characteristics, however, that seem to affect almost ev- 
eryone subjected to extreme terrors in childhood. 
These findings seem to last and can be retrieved in 
histories. They include repeated visualizations or other 
returning perceptions, repeated behaviors and bodily 
responses, trauma-specific fears, and revised ideas 
about people, life, and the future. These four findings 
appear to remain clustered together in childhood 
trauma victims even when other diagnoses seem more 
appropriate. Like rheumatic fever, childhood trauma 
creates changes that may eventually lead to a number 
of different diagnoses. But also like rheumatic fever, 
childhood trauma must always be kept in mind as a 
possible underlying mechanism when these various 
conditions appear. 

If one takes all of the disorders of childhood brought 
on by extreme external events and puts them into the 
general category of trauma, they can be roughly sub- 
divided into two groupings: type I, which is brought 
on by one sudden shock, and type II, which is precip- 
itated by a series of external blows. Crossover condi- 
tions are quite common and develop when one blow 
creates a long-standing series of childhood adversities. 
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A Prospective Comparison of Four Insanity 
Defense Standards 


Robert M. Wettstein, M.D., Edward P. Mulvey, Ph.D., 
and Richard Rogers, Ph.D. 





Objective: Controversy about the formulation of the insanity defense has been intense, but 
little empirical work is available regarding how different standards affect court findings. The 
major aims of the present study were to determine if different standards for determing 
insanity produced different judgments and to provide a broad descriptive picture of those 
cases in which the standards appeared to make a difference. Method: Four forensic psychi- 
atrists were asked to indicate whether they thought 164 defendants met any or all of four 
insanity tests: 1) the American Law Institute (ALI) cognitive criterion, 2) the ALI voliticaal 
criterion, 3) the APA test, and 4) the M’Naghten rule. Results: The four psychiatrists deter- 
mined that 97.5% of the defendants met the ALI volitional criterion, 73.9% met the APA 
criterion, 70.3% met the M’Naghten rule, and 69.5% met the ALI cognitive criterion. 
Nearly two-thirds of the defendants met all four insanity tests, and 24.4% met only the ALI 
volitional test. Few defendants met cognitive tests without also meeting the ALI voliticoaal 
test. Elimination of the volitional test for insanity reduced the rate of psychiatric recommen- 
dations of acquittal by 24.4%. Conclusions: These findings highlight the fact that the tri- 
mary logical division between volitional and cognitive standards appears to be powerful but 
that distinctions between types of cognitive standards are not terribly powerful. In addition, 
the variation among individual raters must be viewed as an important determinant of how 


any insanity standard is applied. 
(Am J Psychiatry 1991; 148:21—27) 





E or the last century, sporadic yet heated debate has 
occurred in the United States about the reason- 
ableness of the legal defense of insanity for a criminal 
charge (1—4). Controversy has intensified in recent 
years, with recurrent legislative attempts at the state 
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and federal levels to modify or abolish statutory lan- 
guage regarding the insanity defense. Responding to 
this furor, APA recommended that exculpation by 
mental disease or defect should occur om the basis of 
an impairment of cognitive capacity rether than of 
cognitive or volitional incapacity (5). It cited and ap- 
proved Bonnie’s proposal (“A person crarged with a 
criminal offense should be found not guilty by reason 
of insanity if it is shown that as a result of mental 
disease or mental retardation he was unzble to appre- 
ciate the wrongfulness of his conduct at tre time of the 
offense”’ [6]). 

The APA cognitive test, like the M’MNaghten rule, 
eliminates the volitional component of zhe American 
Law Institute (ALI) formulation used in nearly half of 
the states (7). While advocating such a cognitive test, 
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APA also acknowledged some uncertainty about its 
effect because the wording of the insanity defense has 
not been demonstrated to be the predominant factor in 
determining whether a defendant is acquitted by rea- 
son of insanity (2, 3). Nevertheless, Congress adopted 
this insanity defense standard following the acquittal 
of John Hinckley (8—10). 

Little empirical work is available regarding how dif- 
ferent standards affect whether defendants are found 
to meet the requirements for an insanity defense. Both 
Congress and APA have been sharply criticized for 
their decisions given the current paucity of research 
support for such a change (11—13). Much of the avail- 
able empirical information approaches the subject in- 
directly. 

Several studies have reported changes in the rate of 
insanity acquittals following alterations in the applica- 
ble insanity test. In the District of Columbia, following 
the 1954 implementation of the Durham rule (a de- 
fendant is exculpated when his or her conduct was the 
product of a mental disease or defect) (14), there was 
a marked increase in the number of defendants who 
were acquitted by reason of insanity until 1963, when 
the acquittals sharply declined (15, 16). In Oregon 
(17), insanity acquittals increased tenfold after the ALI 
standard replaced the M’Naghten rule. In California 
(18), insanity acquittals sharply increased following 
the adoption of the ALI rule in 1978 and then de- 
creased following the return of the M’Naghten rule. 
Similarly, a change in the insanity rule from the 
` M’Naghten (1965 to 1966) to the ALI (1972 to 1973) 
standard in Maryland (19) paralleled an increase in 
psychiatric judgments of defendants as insane (as op- 
posed to actual acquittals) from 7.9% to 19.2%. 

In contrast to these findings, Pasewark et al. (20) 
found that Wyoming’s change from M’Naghten plus 
the irresistible impulse test (1970 to 1972) to the ALI 
test (1975 to 1977) effected no change in the propor- 
tion of defendants found legally insane. Packer (21) 
also found no significant change in the number of in- 
sanity acquittals in Michigan after that state adopted 
the ALI rule in 1975; unfortunately, other statutory 
. changes involving the definition of mental illness for 
the purpose of criminal insanity as well as the admin- 
istration of the insanity defense were also implemented 
at that time, precluding the identification of any causal 
relationship. The uncontrolled nature of this general 
line of investigation renders suspect any conclusions 
about the relationship between statutory criteria for 
insanity and psychiatric recommendations or legal ad- 
judications of criminal responsibility. 

Simon (3) studied decision making by juries and ju- 
rors using different insanity tests. Individual mock ju- 
rors and mock juries who heard a recording of a de- 
fendant’s trial on a charge of incest showed a 
nonsignificant trend to vote for insanity acquittal when 
they were instructed under the Durham rule (36% ac- 
quittals by jurors, 19% acquittals by juries) than under 
the M’Naghten rule (24% acquittals by jurors, no ac- 
quittals by juries). No significant differences in acquit- 
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tal rates based on the two insanity tests were obtained 
for trials conducted on a charge of housebreaking, but 
the investigator identified methodological weaknesses 
in this phase of the experiment. Forty-nine percent of 
her jurors thought the Durham rule was more favor- 
able to defendants, 19% thought M’Naghten was 
more favorable to defendants, and 32% viewed the 
two tests as equally favorable to defendants. Another 
mock juror study (22), using college students, written 
hypothetical cases, and six insanity tests, found no sig- 
nificant difference in acquittal judgments with the dif- 
ferent insanity tests. 

Silver and Spodak (23) provided the only empirical 
attempt to evaluate the scope of different insanity stand- 
ards at one time. In their retrospective study, nine ex- 
perienced forensic psychiatrists reviewed the records of 
42 defendants who previously had been evaluated as 
inpatients and reported to the criminal court as not 
responsible for their alleged crimes by reason of insan- 
ity. The original criminal responsibility evaluations 
had been conducted as composite evaluations by at 
least three staff psychiatrists. The report to the court 
listed psychiatric observations, diagnoses, and opin- 
ions on criminal responsibility but did not cite which 
insanity criterion (volitional versus cognitive) was the 
basis for the final composite opinion. 

By reviewing the case files of the 42 defendants, Sil- 
ver and Spodak’s nine psychiatrists attempted to de- 
termine retrospectively which ALI criterion—volition 
or cognition—the defendants appeared to meet. Of the 
117 criminal responsibility opinions, only 22% rested 
on one ALI criterion. Almost 13% of the insanity opin- 
ions were based solely on the ALI cognitive test. There 
was considerable variation among the psychiatrists in 
this regard; the frequency with which their opinions 
were based on a single criterion rather than dual ALI 
criteria ranged from 0% to 43%. The remainder of 
criminal responsibility opinions, with one exception, 
were based on both ALI criteria. Because of the com- 
posite nature of the final judgment, hypothetical elim- 
ination of the ALI volitional test converted two (5.1%) 
of 39 cases from not responsible to criminally respon- 
sible. In addition, eliminating the volitional test 
changed composite opinions of not responsible that 
were unanimous among the raters to composite opin- 
ions of the majority in only 11 (28.2%) of 39 cases. 
Thus, a paradoxical increase in the frequency of con- 
tested insanity cases could occur by excluding the ALI 
volitional standard. Questions about the validity of 
such methods, however, limit the generalizability of 
these results. 

In the present study we investigated in a prospective 
manner whether different insanity defense standards 
affected forensic psychiatrists’ opinions of defendants’ 
criminal responsibility. Experienced psychiatrists 
judged actual cases using multiple standards. The ma- 
jor aims of the study were twofold: 1) to determine if 
the different standards really produced different judg- 
ments in a sizable number of cases and 2) to provide a 
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broad descriptive picture of those cases in which the 
standards appeared to make a difference. 


METHOD 


The legal insanity judgments of four full-time foren- 
sic psychiatrists who were employed by the court clinic 
of a large Midwestern city were examined in this in- 
vestigation. All four psychiatrists were certified by the 
American Board of Psychiatry and Neurology, Inc. 
The clinic provides pretrial psychiatric evaluations of 
criminal defendants at the request of the court, state’s 
attorney, or defense attorney without cost to the de- 
fendant. Social and family history data as well as psy- 
chological testing information are provided in writing 
to the psychiatric evaluator by the clinic’s psycholo- 
gists and social workers. Psychiatric reports on crimi- 
nal responsibility are then prepared by each psychia- 
trist after one or more personal interviews with the 
defendant. Each of the psychiatrists formulates an 
opinion about criminal responsibility independently; 
this opinion is available to the court and to prosecuting 
and defense attorneys for review. The psychiatrist pro- 
vides testimony in court on request. Informed consent 
for their participation in this research was obtained 
from each psychiatrist. 

Each of the psychiatrists completed a one-page ques- 
tionnaire when he gave an opinion that a defendant 
met the state’s statutorily defined criteria for not guilty 
by reason of insanity. During the period of this study, 
and for many years before it, the ALI criminal respon- 
sibility criteria, which allow for the use of either a 
volitional or a cognitive standard, were used in this 
jurisdiction. These criteria state, “A person is not crim- 
inally responsible for conduct if at the time of such 
conduct, as a result of mental disease or mental defect, 
he lacks substantial capacity either to appreciate the 
criminality of his conduct or to conform his conduct to 
the requirement of law.” The psychiatrists did not 
complete the questionnaire if they gave the opinion 
that the defendant was criminally responsible for the 
offense. 

Each psychiatrist was asked to identify himself on 
the questionnaire and then to identify the age, sex, 
race, number of years of school completed, criminal 
charges, and DSM-III diagnoses of the defendant. The 
psychiatrist also indicated whether, in his opinion, the 
defendant met any or all of four distinct insanity tests 
with regard to the alleged criminal offense: 1) the ALI 
cognitive criterion (Because of mental disease or de- 
fect, did the defendant lack substantial capacity to ap- 
preciate the criminality of his conduct?), 2) the ALI 
volitional criterion (Because of mental disease or de- 
fect, did the defendant lack substantial capacity to con- 
form his conduct to the requirements of the law?), 3) 
the APA test (Because of mental disease or mental re- 
tardation, was the defendant unable to appreciate the 
criminality of his conduct at the time of his offense?), 
and 4) the M’Naghten rule (At the time of the act, was 
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TABLE 1. Most Serious Crimina Charge for 164 Defendants Rec- 
ommended by Four Psychiatrists to Be Not Guilty by Reason of 
Insanity 
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Charge 


Murder 

Attempted murder 

Solicitation to murder 

Rape 

Attempted rape 

Deviate sexual assault 

Attempted deviate sexual assault 

Armed robbery and attempted a-med robbery 
Robbery and armed violence 

Aggravated arson 1 
Arson 

Indecent liberties with a child 

Aggravated kidnapping, kidnapping 

Aggravated battery 2 
Unlawful restraint 

intimidation 

Burglary and attempted burglary 
Home invasion 

Auto theft 

Theft 

Criminal damage to property 
Unlawful use of a weapon 
Aggravated criminal sexual assaalt 
Attempted criminal sexual assaudt 
Threatening a public official 
Disorderly conduct 

Eavesdropping 

Heinous behavior 

Missing data 
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TABLE 2. Principal Axis | DSM-III Diagnosis for 164 Defendants 
Recommended by Four Psychiatrists to Be Not Guilty by Reason 
of Insanity 


Principal Axis I Diagnosis N % 


Schizophrenic disorder 84 51.2 
Schizoaffective disorder 21 12.8 
Paranoia 10 6.1 
Major depression 2 1.2 
Bipolar disorder 17 10.4 


7 
Atypical psychosis 4 
Primary degenerative dementia 3 
Organic delusional syndrome 1 0.6 
Organic personality syndrome 1 
Organic brain syndrome 7 
Mental retardation 10 
Alcohol hallucinosis 1 
Alcohol abuse 1 
Chronic pesttraumatic stress disorder 1 
Atypical dissociative disorder 1 





the defendant laboring under such a defect of reason, 
from disease of the mind, as not to knew the nature 
and quality of the act he was doing; or if he did know 
it, that he did not know he was doing what was 
wrong?). 

In addition, the psychiatrist reported his degree of 
certainty in each of the fcur assessments on a scale of 
0% to 100%. Legal outcome of the case was later 
obtained when possible to determine whether the de- 
fendant was adjudicated guilty, nct guilty, not guilty 
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TABLE 3. Judgments and Confidence in Their Judgments of Four Psychiatrists on Whether 158 Defendants Met Four Tests of Insanity 

















Yes* No‘ 

Rating of Confi- Rating of Confi- 

dence in Their dence in Their 

Judgment (%)” Judgment (%)° 

Insanity Test N % Mean SD N % Mean SD 
ALI cognitive test 109 69.0 81.7 16.4 49 31.0 68.8 13.6 
ALI volitional test 154 97.5 83.9 11.9 4 2.5 78.8 20.2 
APA standard 116 73.4 80.7 16.6 42 26.6 70.4 13.0 
M’Naghten test 111 70.3 81.7 16.8 47 29.7 68.3 14.8 








*The examiner rated the deendant as meeting this test. 


The psychiatrists were asked to rate their confidence in their judgments from 0% to 100%. 


“The examiner rated the defendant as failing this test. 


TABLE 4. Combinations of Recommendations Made by Four Psy- 
chiatrists According to Four Tests of Insanity for 164 Defendants? 














Combination of Insanity Test Detecents) 
Recommendations N % 
Yes by ALI cognitive, ALI volitional, APA, and 

M?Naghten 103 62.8 
No by ALI cognitive, yes by ALI volitional, no 

by APA, no by M’Naghten 40 244 
No by ALI cognitive, yes by ALI volitional, yes 

by APA, no by M’Naghten 6 3.7 
Yes by ALI cognitive, yes by ALI volitional, yes 

by APA, no by M’Naghten 1 0.6 
Yes by ALI cognitive, no by ALI volitional, yes 

by APA, yes by M’Naghten 4 2.4 
No by ALI cognitive, yes by ALI volitional, yes 

by APA, yes by M’Naghten 2 1.2 
Yes by ALI cognitive, yes by ALI volitional, no 

by APA, yes by M’Naghten 1 0.6 
No by ALI cognitive, yes by ALI volitional, no 

by APA, yes by M’Naghten 1 0.6 


*Data were missing for six subjects. 
Yes indicates that the examiner rated the defendant as meeting this 
test. No indicates that the examiner rated the defendant as failing 
this test. 


by reason of insanity, or guilty but mentally ill by the 
judge or jury. By design, no specific training in the 
application of the insanity tests was provided to the 
psychiatrists because they were experienced forensic 
practitioners and we were interested in the actual use 
of the insanity tests in practice. 

The statistical tests used to analyze the data included 
chi-square tests, t tests, Pearson pairwise binary corre- 
lations, and repeated-r-easures multivariate analysis of 
variance (MANOVA). 


RESULTS 
Defendant Sample 

Consecutive criminal responsibility evaluations per- 
formed over a 2-year period (1984 and 1985) by the 
four psychiatrists were examined. Only evaluations in 


which the psychiatrist initially gave the opinion that 
the defendant met the ALI insanity criteria (ALI voli- 
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tional, ALI cognitive, or both) were included in the 
sample. The total number of evaluations performed 
during the study period in which the study psychia- 
trists reached this conclusion was 205. Forty-one of 
the evaluations were done for the same defendants, so 
only first-time evaluations of defendants were used in 
the present study, resulting in 164 evaluations. 

Of the 164 defendants examined and thought to 
have met the criteria for an insanity defense, 139 
(84.8%) were men and 25 (15.2%) were women; 95 
(57.9%) were black, 64 (39.0%) were white, four 
(2.4%) were of other races, and data were missing for 
one (0.6%). The mean+SD age of the defendants was 
34.4+12.7 years, with a range of 18 to 78 years. 

The most serious pending criminal charges for the 
defendants are shown in table 1. Of note is that 52 
(31.7%) of the defendants were being held on charges 
of property crimes. The defendants’ principal DSM-III 
axis I diagnoses at the time of the evaluation are pre- 
sented in table 2. 


Insanity Recommendations 


Complete data regarding raters’ levels of confidence 
were available for 158 of the 164 cases. Table 3 shows 
the psychiatrists’ recommendations on the insanity de- 
fense and the amount of confidence they had in their 
judgments for each insanity test. According to these 
four forensic psychiatrists, the overwhelming majority 
of the evaluated defendants met the criteria for the ALI 
volitional test; fewer were judged as meeting the other 
three tests. As expected, the ALI volitional test proved 
open to considerably broader applicability than the 
other tests. 

Table 4 shows the frequency with which the forensic 
psychiatrists endorsed the different insanity tests. 
Nearly two-thirds (62.8%) of the defendants were 
evaluated as meeting all four insanity tests. Approxi- 
mately one-quarter (24.4%) were evaluated as meeting 
only the ALI volitional test. Defendants who met other 
insanity test criteria comprised 9.1% of the.sample, 
and data were missing for 3.7%. These regularities 
show clearly that, in a substantial number of cases, the 
difference between the ALI volitional test and the other 
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TABLE 5. Pearson Pairwise Binary Correlations of Insanity Standards Applied by Four Psychiatrists to 154 Defendants 





ALI ALI 
Cognitive Volitional 
Test Test APA Test M’Naghten Test 
Test r p I p r p r p 
ALI cognitive test — — —0.106 <0.089 0.432 =0.0C0 0.941 =0.000 
ALI volitional test — — — = —0.048 0.272 —0.105 =0.095 
APA test — — — — — — 0.862 =0.000 


M’Naghten test — — — 





insanity tests was clearly distinguishable to these 
psychiatrists. 

When examined with chi-square or t tests when ap- 
propriate, there were no significant (with p set at 0.05) 
differences in age, race, sex, charge, or diagnosis 
among the defendants meeting the different patterns of 
insanity standards (collapsed into the endorsement of 
all standards, only the ALI volitional standard, or 
some other combination of standards). However, the 
psychiatrists showed significant variation in their ten- 
dency to choose among these patterns (x7=35.21, 
df=6, p=0.001). Regarding the ALI volitional stand- 
ard alone, for instance, the four psychiatrists chose this 
alternative five (7.8%) of 64 times, five (15.2%) of 33 
times, seven (25.9%) of 27 times, and 23 (57.5%) of 
40 times, respectively. If the low or high users of this 
alternative alone are eliminated from the analysis, the 
estimates for the reliance of psychiatrists on the voli- 
tional test alone ranged from 15% to 26%. 

An examination of the Pearson pairwise binary cor- 
relations of the endorsements of the four different stan- 
dards showed clearly how the examiners saw the in- 
terrelationships among these standards. As shown in 
table 5, the M’Naghten standard was highly related to 
both the ALI cognitive standard and the APA stand- 
ard. The ALI cognitive standard and the APA standard 
were somewhat less closely related. The ALI volitional 
standard, meanwhile, was the clear outlier of the four, 
showing no statistically significant relationship to any 
of the other three. 


Examiner Confidence 


The psychiatrists’ confidence in their choices of each 
alternative could be attributed to several factors, such 
as the psychiatric examiner’s overall level of confi- 
dence, the differing levels of confidence attached to the 
choice of an affirmative or a negative response, and the 
level of confidence that can be attached to the choice of 
each insanity test. Table 3 shows the psychiatrists’ 
mean levels of confidence in their judgments based on 
each insanity test, separating examiners’ affirmative 
from negative responses for each test outcome. For all 
the tests, examiners were more confident in indicating 
that a defendant met the criteria than that a defendant 
did not. Also, when the psychiatrists’ mean levels of 
confidence in their judgments were examined without 
regard for whether an affirmative or negative response 
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was given, it was clear that the psychiatrists’ confi- 
dence in their judgments based on the ALI volitional 
test exceeded that for judzments based on each of the 
other three tests. 

Directly testing the variation in the psychiatrists’ lev- 
els of confidence in their judgments based on the dif- 
ferent standards, taking into account the examiner and 
the type of response (afirmative or negative), pre- 
sented a difficult analytic task. Each psychiatrist gave 
four responses, one for zach standard, producing a 
within-subjects repeated measure. Also, the type of re- 
sponse was not really cressed with the examiner but, 
instead, nested within the examiners because each pro- 
vided a different proporticn of affirmative and negative 
responses. To address this design, we conducted a re- 
peated-measures MANO'/A with the four confidence 
scores as dependent variebles, the examiner as an in- 
dependent variable, and response type as an independ- 
ent variable nested within examiner. Complete data 
regarding raters’ levels of sonfidence were available for 
158 of the 164 cases. 

This analysis showed a significant main effect for 
the type of standard (F=€.02, df=3, 471, p=0.001), a 
significant main effect zor the examirer (F=4.01, 
df=3, 155, p=0.009), ard a significant Examiner by 
Standard interaction (F=2.20, df=9, 46S, p=0.02). 
Examination of the univaziate tests related to response 
type showed a significant mair. effect for this variable 
on the ALI cognitive standard (81.3%-68.9%) (F= 
5.68, df=4, 155, p=0.001) and the M’Naghten stand- 
ard (81.7%-68.3%) (F=3.70, df=3, 156, p=0.01). 
The variation in confidence ratings thus appears to be 
related to which psychiatrist was making that determi- 
nation and which standard he was using. For the ALI 
and M’Naghten standards, whether the psychiatrist 
was deciding that the person met or did not meet the 
standard in question alsc appears to be important. 


Legal Outcome 


Due to time delays in bringing criminal cases to trial 
in this jurisdiction and the diffculty of collecting peri- 
odic follow-up data, info-mation on the legal outcome 
of the case was missing for 52 (31.7%) of the 164 
cases. In the 112 cases fcr which data were available, 
91 (81.3%) were found not guilty by reason of insan- 
ity, 11 (9.8%) were found guilty, sever. (6.3%) were 
found not guilty, and three (2.7%) were found guilty 
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but mentally ill or had another disposition. Unfortu- 
nately, the large amount of missing information on this 
variable made it unwise to pursue investigation of the 
relationships between the rating psychiatrists’ judg- 
ments and the eventual legal outcome. 


DISCUSSION 


Although direct empirical data on psychiatric deci- 
sion making in regard to the insanity defense have been 
sparse, the results of Silver and Spodak (23) are worth 
noting in relation to our present findings. Those au- 
thors reported a nonsignificant finding that 13% of 
individual examiners’ opinions were based solely on 
the ALI volitional criterion. Unfortunately, because of 
the retrospective method used, it is questionable 
whether this figure can be taken as an accurate esti- 
mate of the effect produced by elimination of this in- 
sanity standard because one would expect less of an 
effect in a prospective study than in a retrospective 
study. To our knowledge, this study provides the only 
readily available idea of how dependent the decisions 
regarding patients in insanity defenses are on different 
standards. 

The present study reveals a slightly different, and 
fuller, picture of the role of insanity standards in the 
formulation of psychiatric recommendations. Examin- 
ers in the present investigation prospectively reviewed 
different defendants, and most recommended acquittal 
on the basis of both ALI insanity criteria. Almost all 
defendants met the volitional criterion, and two-thirds 
also met any or all of the other three criteria, each 
generally identified as essentially cognitive in type. 

Two predominant patterns emerged from the data: 
defendants who were said to meet all insanity tests 
(62.8% of the defendants) and defendants who met 
only the ALI volitional criterion (24.4%). Together, 
these two groups comprised 87.2% of evaluated de- 
fendants. Only four defendants met cognitive test cri- 
teria without meeting the volitional criterion. Thus, on 
the basis of these data, one could expect elimination of 
the ALI volitional criterion to reduce acquittal by rea- 
son of insanity recommendations by a margin consid- 
erably higher than Silver and Spodak postulated (24% 
instead of 13%). 

Considerable variation in the use of the ALI voli- 
tional standard existed among the examiners, but even 
an adjusted estimate of its importance using only the 
three psychiatrists who made less use of this standard 
showed it to be the pivotal standard in 13.7% of the 
cases. It is likely, therefore, that the importance of this 
standard for affecting psychiatric recommendations is 
underestimated. Such data are contrary to earlier 
claims in the literature that few defendants meet the 
volitional criterion without meeting cognitive criteria 
(24). 

A second clear finding is that the cognitive tests ap- 
pear interchangeable according to these data: there is 
no support for the claim that the ALI cognitive test is 
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broader than the APA test or the M’Naghten rule, or 
that the APA test is broader than M’Naghten. Use of 
the word “appreciate” in the ALI cognitive and APA 
tests, rather than “knowing” in M’Naghten, appears 
to have little meaning for the clinical rater. There 
thus appears to be no empirical difference among the 
“Jack of substantial capacity to appreciate criminality” 
under the ALI cognitive criterion, the “inability to ap- 
preciate criminality” under the APA test, and the 
failure to “know the nature and quality of the act” or 
that what he was doing was “wrong” under the 
M’Naghten rule. 

Two other findings are worth reviewing. First, sur- 
prisingly few defendants were judged to have only cog- 
nitive impairment by any of the cognitive tests. De- 
fendants with cognitive impairment were almost 
uniformly judged to have volitional impairment as 
well. This compares with the 8.5% of defendants who 
were judged insane on the basis of the ALI cognitive 
criterion in the Silver and Spodak report (23). In ad- 
dition, it should be noted that confidence in one’s use 
of a standard also proved susceptible to significant 
variation from rater to rater and from test to test. 

In the end, this investigation sheds light on two ma- 
jor issues. First, it highlights the fact that the primary 
logical: division between the volitional and cognitive 
standards appears to be powerful but that distinctions 
between types of cognitive standards are not terribly 
powerful. Second, the variation among individual rat- 
ers is considerable and must be thought of as an im- 
portant determinant of how any insanity standard is 
applied. Another study of a larger sample of evaluators 
might produce a similar degree of intersubject varia- 
tion and a similar insanity defense profile, but this can- 
not be determined from the present data. 

Finally, clinical judgments in criminal responsibility 
may reflect other concerns, such as evaluators’ political 
ideology, profession, personal views about the insanity 
defense, or concern about the outcome of such judg- 
ments, all of which potentially limit the influence of 
such legal changes (25—27). Although there is high 
concordance between evaluators and triers of fact on 
insanity under at least some circumstances (28-30), 
and evaluators’ recommendations about defendants’ 
insanity are the strongest predictors of insanity adju- 
dication (31, 32), an intended narrowing of insanity 
defense criteria does not necessarily mean that acquit- 
tals would in fact decrease in the precise magnitude 


‘projected from these data, since evaluators, judges, 


and juries may effectively increase the scope of the 
remaining cognitive criteria. We need to know much 
more about the empirical effect of statutory language 
on insanity adjudications before intelligent recommen- 
dations can be offered in this area by APA or other 
groups. 


REFERENCES 


1. Fingarette H, Hasse AF: Mental Disabilities and Criminal Re- 
sponsibility. Berkeley, University of California Press, 1979 


Am J Psychiatry 148:1, January 1991 


17. 


18. 


New Policy of Structured Abstracts 
E 


ffective with the January 1991 issue, The American Journal of Psychiatry will institute a policy of structured 
abstracts for Special Articles and Regular Articles. Authors of review articles must include the following information, 
under the headings indicated: Objective—the primary purpose of the review article; Method—data sources, study 
selection (the number of studies selected for review and how they were selected), data extraction (rules fr abstracting 
data and how they were applied); Results—methods of data synthesis, key findings; and Conclusicns—including 
potential applications and research needs. Authors of research articles must include Objective—questions addressed by 
the study; Method—design of the study, setting (location and level of clinical care), patients or participarts (manner of 
selection and number who entered and completed the study), interventions (if any), main outcome measures (primary 
study outcome measure as planned before data collection); Results—key findings; and Conclusions—inzluding direct 
clinical applications. Other types of articles, including Clinical and Research Reports, should include unstructured 





. Goldstein AS: The Insanity Defense. New Haven, Conn, Yale 


University Press, 1967 


. Simon RJ: The Jury and the Defense of Insanity. Boston, Little, 


Brown, 1967 


. Simon RJ, Aaronson DE: The Insanity Defense. New York, 


Praeger, 1988 


. Insanity Defense Work Group: American Psychiatric Associa- 


tion statement on the insanity defense. Am J Psychiatry 1983; 
140:681-688 


. Boanie RJ: The moral basis of the insanity defense. American 


Bar Association J 1983; 69:194—197 


. Brakel J, Parry J, Weiner BA: The Mentally Disabled and the 


Law, 3rd ed. Chicago, American Bar Foundation, 1985 


. US v Hinckley, 525 F Supp 1342 (1981), 529 F Supp 520 


(1982), 672 F 2d 115 (1982) 


. Comprehensive Crime Control Act, title II, chapter IV, sections 


401-406 (1984) (codified at 18 USC section 20 [Supp 1985], 
recodified at 18 USC section 17 by Public Law 99-646, 100 Stat 
3599 [1986]) 


. Low PW, Jeffries JC, Bonnie RJ: The Trial of John W Hinckley, 


Jr. Mineola, NY, Foundation Press, 1986 


. Regers R: APA’s position on the insanity defense: empiricism 


versus emotionalism. Am Psychol 1987; 42:840-848 


. English J: The light between twilight and dusk: federal criminal 


law and the volitional insanity defense. Hastings Law J 1988; 
40:1-52 


. Keilitz I: Researching and reforming the insanity defense. Rut- 


gers Law Rev 1987; 39:289-322 


. Durham v US, 214 F 2d 862 (DC Cir 1954) 
. Arens R: The Durham rule in action. Law and Society Rev 


1967; 1:41-80 

Krash A: The Durham rule and judicial administration of the 
insanity defense in the District of Columbia. Yale Law J 1961; 
70:905—952 

Reynolds SE: Battle of the experts revisited: 1983 Oregon leg- 
islation on the insanity defense. Willamette Law Rev 1984; 20: 
303-317 

Slobogin C: The guilty but mentally ill verdict: an idea whose 


19. 
20. 


21. 


22. 
23. 
24. 


25. 


26. 


27. 
28. 
29. 
"o. 


31. 
32. 


WETTSTEIN, MULVEY. AND ROGERS 


time should not have come. George Washingto2 Law Rev 1985; 
$3:494-$27 

Sauer RH, Mullens PM: The insanity defense: M’Nagaten vs 
ALI. Bull Am Acad Psychiatry Law 1976; 4:72-75 

Pasewark RA, Randolph RL, Bieber B: Insani-y plea: statu-ory 
language and trial procedures. J Psychiatry Lav 1984; 12:399- 
422 

Packer IK: Insanity acquittals in Michigan 1929-1983: the ef- 
fects of legislative and judicial changes. J Psych:atry Law 1985; 
13:419-434 

Finkel NJ, Shaw R, Bercaw S, et al: Insanity defenses: from the 
jurors’ perspective. Law and Psychology Rev 1985; 9:77-92 
Silver SB, Spodak MK: Dissection of the prongs of ALI. Bull Am 
Acad Psychiatry Law 1983; 11:383-391 

Morse SJ: Excusing the crazy: the insanity defe-se reconsidered. 
Southern Calif Law Rev 1985; 58:777--836 

Homant RJ, Kennedy DB: Judgment of legal iasanity as a func- 
tion of attitude toward the insanity defense. “nt J Law Psychi- 
atry 1986; 8:67-81 

Homant RJ, Kennedy DB: Subjective factors im the judgment of 
insanity. Criminal Justice Behavior 1987; 14:38-61 

Homant RJ, Kennedy DB: Subjective factors ia clinicians’ judg- 
ments of insanity: comparison of a hypothe-ical case and an 
actual case. Professional Psychology 1987; 1&:439-446 
Jeffrey RW, Pasewark RA, Bieber S: Insanity plea: predicting 
not guilty by reason of insanity adjudications. Bull Am Acad 
Psychiatry Law 1988; 16:35-39 

Rogers R, Cavanaugh JL, Seman W, et al: Legal outcome and 
clinical findings: a study of insanity evaluatioas. Bull Am Acad 
Psychiatry Law 1984; 12:75-83 

Fukunaga KK, Pasewark RA, Hawkins M, eral: Insanity plea: 
interexaminer agreement and concordance of psychiatric opin- 
ion and court verdict. Law and Human Behavior 1981; 5:325- 
328 

Smith GA, Hall JA: Evaluating Michigan’s grilty but mentally 
ill verdict: an empirical study. J Law Reform 1982; 16:77-110 
Steadman HJ, Keitner L, Braff J, ez al: Factors-associated with a 
successful insanity plea. Am J Psychiatry 1983; 140:401-405 





abstracts. Also effective with the January 1991 issue, the maximum number of words for abstracts for Szecial Articles 
and Regular Articles will be increased to 250 and for Clinical and Research Reports to 60. 





Am J] Psychiatry 148:1, January 1991 


Decision Making in Psychiatric Civil Commitment: 
An Experimental Analysis 


R. Michael Bagby, Ph.D., Judith S. Thompson, Ph.D., 
Susan E. Dickens, M.A., and Michiko Nohara, B.Sc. 


Objective: Legislation in Canada and the United States that was intended to decrease the 
use of civil commitment has resulted in a paradoxical increase in involuntary hospital ad- 
missions. To elucidate the reasons for this increase, this study was designed to assess the 
relative importance of various factors involved in the decision to commit a patient. Method: 
All psychiatrists in Ontario were sent a questionnaire asking them to make commitment 
decisions based on hypothetical case vignettes. Four factors were systematically varied in the 
vignettes: the patients’ legal commitability, clinical treatability, alternative resources, and 
psychotic symptoms. Completed questionnaires, with three vignettes each, were returned by 
495 respondents. Results: All four variables were statistically significant in the expected 
direction; legal commitability (i.e., dangerousness to self andlor others, inability to care for 
self) and presence of psychotic symptoms accounted for the majority of the variance in the 
final decision to commit. Conclusions: These results suggest that psychiatrists in Ontario rely 
primarily on legally mandated factors (i.e., psychosis and dangerousness) in making their 
decisions to commit, although a considerable amount of individual variation is also evident. 


(Am J Psychiatry 1991; 148:28-33) 


n Nov. 1, 1978, Ontario’s highly controversial 

Mental Health Amendment Act (Bill 19) went 
into force. Following legislative trends in other Cana- 
dian and American jurisdictions, Bill 19 revised the 
standing statutes pertaining to the criteria for civil 
commitment. The legislation specifies that the neces- 
sary criteria are the presence of mental disease and 
evidence of imminent danger to self and/or others, 
manifested by a clearly indicated and recent threat (or 
action), or lack of competence for self-care. Bill 19 is 
representative of North American civil commitment 
reforms of the 1960s and early 1970s, which, in re- 
sponse to civil libertarian pressure, attempted to spec- 
ify more concretely those conditions which protect the 
rights of the individual from overwhelming state or 
parens patriae authority (1, 2). Although there is some 
disagreement with respect to the legislative intent of 
Bill 19 (3), most policy makers and investigators con- 
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cur that the purpose of the dangerousness standard 
was to restrict the use of civil commitment. Thus, the 
overall intent of Bill 19, as with the dangerousness 
standard in many U.S. jurisdictions, was to reduce the 
number of involuntary hospitalizations (4). Studies in- 
vestigating the effects of Bill 19, however, have re- 
vealed that the legislation has not had its intended ef- 
fect. Martin and Cheung (5), for example, reported a 
paradoxical increase in the involuntary admission rate 
in the first 2 years after the enactment of Bill 19. In two 
separate studies, Bagby and colleagues have reported 
similar results. They analyzed rates of involuntary ad- 
missions to provincial psychiatric hospitals and psy- 
chiatric units of general hospitals for 9 years before 
and 5 years after the reform and found a statistically 
significant decrease in the rate of involuntary admis- 
sions in the first period after the statutory reform but a 
steady increase in each and every subsequent year (6, 7). 

A remarkably similar pattern of involuntary admis- 
sion rates has been reported in many U.S. jurisdictions 
where investigators have analyzed the effects of legis- 
lative reform that sought to decrease the use of civil 
commitment. Some of these investigations show that 
there was an immediate decline in involuntary admis- 
sions; for example, this was reported in separate stud- 
ies for Arkansas (8), Florida (9), Hawaii (10), Kansas 
(11), Massachusetts (12), Nebraska (13), North Caro- 
lina (V.A. Hiday, unpublished manuscript, 1979), and 
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Washington State (14) and in nine state jurisdictions 
evaluated in a comprehensive study by Wanck (4). 
However, like the province of Ontario, many jurisdic- 
tions reported an increase in involuntary admissions in 
the second and subsequent years after the reform, e.g., 
Arkansas (8), Hawaii (10), Kansas (11), Nebraska 
(13), and North Carolina (Hiday manuscript). A close 
examination of Wanck’s data (4) reveals similar re- 
versals in Florida, Pennsylvania, New Mexico, North 
Dakota, Texas, and Washington. Only two states, 
Massachusetts and Michigan, have seen sustained de- 
creases (4, 12). Moreover, a paradoxical increase in 
the rate of civil commitments has been reported in 
California (15), Minnesota (16), and Pennsylvania 
(17). 

A number of explanations for these curious and pro- 
vocative results have been offered, including increases 
in involuntary readmissions (6—8, 13, 15, and Hiday 
manuscript), changes in the characteristics of the pa- 
tient population served (6, 7, 17), difficulty in adjust- 
ing to the substantive and procedural changes in the 
statutes (13, 15, and Hiday manuscript), the flexibility 
and relative inability of specific laws to determine the 
actual practice of civil commitment (18, 19), and the 
perceived moral obligation of psychiatrists not to ne- 
glect -hose patients who need treatment but otherwise 
do not meet the criteria for civil commitment (20, 21). 

One important but relatively unexplored area in the 
civil commitment process that might further elucidate 
these increases in involuntary admissions is the relative 
importance of the different variables used in the deci- 
sion-making process. Theoretically, psychiatrists’ deci- 
sions to seek commitment should be grounded in the 
accurate diagnosis of mental disorder and should be 
congruous with the relevant legal statutes. As pointed 
out by Thompson and Ager (22), however, these fac- 
tors are often less effectual than more pragmatic con- 
siderations such as availability of beds, treatability of 
patients, and concern about possible liability. Results 
from studies examining filed civil commitment certifi- 
cates in Ontario and several U.S. jurisdictions are, in 
fact, consistent with the opinion that psychiatrists’ 
decisions to seek commitment may not be founded on 
relevant legal criteria (23—30). 

Recent reviews summarizing investigations of the 
social and personal characteristics of involuntarily 
hospitalized patients also seem to support this view. 
Many variables that have no apparent direct relation- 
ship with the legal standards of commitment—for ex- 
ample, age, sex, race, economic resources, marital re- 
sources, previous treatment, negative attitude, and 
education—correlate with commitment status at the 
same relative level of magnitude as characteristics 
clearly related to legal criteria for commitment, in- 
cluding suicidal and assaultive behavior (31-33). By 
contrast, two studies which analyzed the association 
between clinicians’ ratings of legal, social, and inter- 
personal variables revealed that ratings of the relevant 
legal criteria carried the greatest weight in predicting 
their subsequent commitment recommendations (34, 
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35). More recently, Segal et al. (36) also found dan- 
gerousness to be the best predictor of psychiatric deci- 
sions to commit. However, they explored dangerous- 
ness only in relation to other psychiatric symptoms 
and did not examine social or interpersonal variables. 

Despite their obvious ecological validity, these field 
studies have been hampered by methodological and 
interpretative problems. The correlational nature of 
many of these studies precludes the identification of 
the causal factors in admission decisions. The signifi- 
cant correlation between commitment status and psy- 
chosis, for example, may be interpreted in two ways. 
On the one hand, it is possible that all psychotic pa- 
tients are truly dangerous to themselves and others and 
are therefore more committable than nonpsychotic pa- 
tients. On the other hand, the presence of psychosis 
may bias examiners toward finding a patient commit- 
table to ensure that a psychotic patient does not go 
without hospitalization and/or treatment. Further, as 
Apsler and Bassuk (37) noted, the correlational nature 
of these studies precludes the determinat:on of the in- 
teraction of the various factors in determining the final 
decision. Finally, most field studies lack objective mea- 
surement of patient variables independent of the deci- 
sion maker involved. Heace, clinicians’ ratings of pa- 
tients’ characteristics are often correlated with their 
own admission decisions. 

To circumvent these and other more general prob- 
lems inherent in conducting field studies, the primary 
purpose of the present study was to use an experimen- 
tal method to explore what variables psychiatrists re- 
gard as important in making a decision to initiate the 
commitment process. This approach permits a more 
direct and interactional examination of zhe causal re- 
lationship between commitment decisions and the 
more critical variables associated witz involuntary 
hospitalization. More specifically, the commitment de- 
cision-making process o: psychiatrists vas examined 
by using a series of writt2n case vignettes that system- 
atically varied some of the more important factors 
which appear to be related to commitment decisions. 


METHOD 


A series of written hypothetical case vignettes, de- 
veloped by Thompson and Ager (22), depicting men- 
tally disordered individuals for whom commitment 
might be sought were modified and served as the ex- 
perimental stimulus. We generated the vignettes by us- 
ing the facet method of izem construction (38, 39) and 
specifically designed them to investigate the factors 
identified in the literature and by interviews with ex- 
perts in the field as critical to civil commitment deci- 
sion making. Four factors were systematically varied in 
each vignette: legal standard (six levels), clinical treat- 
ability, and alternative resources and psychotic symp- 
toms, each with two levels (high and law). The legal 
standard factor corresponds to the three legal criteria 
for commitment in Ontario, each with two levels (high 
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and low), producing six levels overall (i.e., high dan- 
gerousness to others, low dangerousness to others, 
high dangerousness to self, low dangerousness to self, 
high inability to care for self, and low inability to care 
for self). High dangerousness to self was indicated by 
active suicide attempts or plans. Low dangerousness to 
self was represented by suicidal ideation with no indi- 
cation of attempts or plans. Similarly, high dangerous- 
ness to others was indicated by active attempts or 
plans to harm others, and low dangerousness to others 
was represented by thoughts about harming others but 
without action or plans. High inability to care for self 
was represented by lack of self-care resulting in serious 
self-harm, while low inability to care for self was rep- 
resented by lack of self-care that did not result in se- 
rious self-harm. Clinical treatability referred to how 
treatable the individual was, with previously successful 
admissions considered to indicate high treatability. An 
older person with relatively unsuccessful previous hos- 
pitalizations was considered to be a low-treatability 
case. Alternative resources referred to the individual’s 
social and financial resources. A person with a high 
level of alternative resources was defined as a married, 
employed individual with a supportive family; a per- 
son with a low level of alternative resources was de- 
fined as single and unemployed, with an unsupportive 
family. Psychotic characteristics referred to the pres- 
ence or absence of psychotic symptoms and insight 
about need for treatment. High psychosis was defined 
as presence of psychotic symptoms with no insight; 
low psychosis was defined as the absence of psychotic 
symptoms with good insight. The final design was a 
6X2X2X2 between-subjects design, creating a total of 
48 different vignettes. 

The standard format for constructing the hypothet- 
ical case vignettes was as follows. 


A [age greater or less than 30]-year-old [single/married 
man/woman] is detained for emergency psychiatric evalu- 
ation. Subsequent interview and mental status examina- 
tion reveal that [symptoms described, including manipu- 
lation of commitability (i-e., legal standards) and psychosis 
facets, high and low]. The [man/woman] has had [one/five] 
previous involuntary hospitalization(s) for similar prob- 
lems with [good/little] alleviation of symptoms as a result 
of hospitalization. Currently [he/she is/is not] employed. 
(His/her] family is [supportive and wish to help in any way 
they can/unwilling to become involved in his/her treat- 
ment]. [He/she] refuses voluntary inpatient hospitaliza- 
tion, stating that [he/she doesn’t have any emotional prob- 
lems/would rather talk about his/ner problems to someone 
as an outpatient and has made a follow-up appointment]. 


The vignettes have been validated through extensive 
pilot testing (22) and have been rated as clear, consis- 
tent, and believable. Further, the vignettes have been 
generally identified by raters as successfully manipu- 
lating each of the variables (22). 

The commitment decision questions (the dependent 
variables in the studyi were formulated to coincide 
with Ontario civil commitment procedures. In On- 
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tario, civil commitment decisions are left entirely to the 
discretion of physicians. There are no judicial commit- 
ments, although review boards and legal counsel are 
available for longer-term commitments. Unlike many 
state jurisdictions in the United States, nonmedical 
mental health personnel such as nurses, psychologists, 
and social workers do not have the legal prerogative to 
file an application for involuntary hospitalization. Pro- 
cedurally, the first stage in the commitment process is 
the Application for Psychiatric Assessment, which may 
be completed by one physician who has personally ex- 
amined a person within the preceding 7 days and has 
formed the opinion that the person meets the criteria 
for involuntary hospitalization. The application is suf- 
ficient authority for the patient to be detained, re- 
strained, observed, and examined for up to 72 hours. It 
does not give authority to treat, even with substitute 
consent. The next stage, if necessary, is the Certificate 
of Involuntary Hospitalization, which is used to con- 
tinue the involuntary hospitalization within 72 hours 
of the admission of the patient on an Application for 
Psychiatric Assessment. The certificate must be com- 
pleted by a different physician than the one who com- 
pleted the application. The criteria for the certificate 
are the same as for the application. There need not be 
ongoing evidence for threats of or actual dangerous 
behavior toward self or others while the patient has 
been in the hospital. The Certificate of Involuntary 
Hospitalization is good for 14 days and can be initially 
renewed for 1 month. Subsequent renewals are valid 
first for 2 months and then for 3-month periods. 

In accordance with this commitment procedure, the 
respondents were asked if they would involuntarily 
hospitalize the person depicted in the vignette for a 
72-hour period (Application for Psychiatric Assess- 
ment) and how strongly they believed the individual 
needed hospitalization, according to a 7-point Likert 
scale (1=definitely does not require hospitalization 
and 7=definitely does require hospitalization). Second, 
respondents were asked whether, if the person had al- 
ready been admitted on an application and his or her 
status had not changed in 72 hours, they would hos- 
pitalize the patient for a further period of up to 14 days 
(Certificate of Involuntary Hospitalization) and how 
strongly they believed that the individual required con- 
tinued hospitalization, according to a 7-point Likert 
scale. 

Three vignettes randomly selected from the pool of 
48, a cover letter, a general information sheet, and 
questions regarding the vignettes were mailed to the 
entire population of psychiatrists in Ontario. The 
names were selected from the Ontario section of the 
1988 Canadian Medical Directory. A postcard ad- 
dressed to the researchers was also enclosed. This post- 
card could be returned under separate cover from the 
questionnaire. This allowed the participants to indi- 
cate, anonymously, whether they had responded and 
indicated to the researchers who should receive a sec- 
ond mailing. 
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RESULTS 


A total of 1,251 questionnaires were mailed out. If a 
response was not received 2 weeks after the first mail- 
ing, a second questionnaire was sent. Four hundred 
ninety-five psychiatrists (39.6%), 394 male and 101 
female, returned their questionnaires in response to 
one or the other of the two mailings. The mean+SD 
age of the respondents was 48.3+10.6 years; the 
mean+SD years of practice since residency was 15.8+ 
10.0. The majority of this sample (35.8%, N=177) 
indicated that their primary practice setting was pri- 
vate practice, 27.9% (N=138) indicated that they 
worked in a psychiatric unit of a general hospital, 
13.1% (N=65) reported their primary work place as a 
provincial psychiatric hospital, and 20.2% (N=100) 
reported working in other settings, including nonpsy- 
chiatric medical settings and various ministries associ- 
ated with the federal and provincial governments. Fif- 
teen respondents (3.0%) did not report their primary 
practice setting. 

Of the respondents, 24.9% (N=123) indicated that 
they had never filed an Application for Psychiatric As- 
sessment, and 51.1% (N=253) reported filing an av- 
erage of one or fewer per year. Forty percent (N=198) 
of the sample reported that they had never filed a Cer- 
tificate of Involuntary Hospitalization, and 57.6% 
(N=285) indicated that they file one or fewer per year. 
Two separate chi-square one-sample tests of indepen- 
dence examining the effects of level of experience and 
primary practice setting on commitment decisions in- 
dicated that respondents’ decisions did not differ sig- 
nificantly with respect to their experience and practice 
settings. 

` Since each of the 495 returned questionnaires con- 
tained three vignettes, all data analyses were based on 
a sample of 1,485 vignettes; in approximately half of 
these, the individual met the criteria for commitment, 
and in the rest he or she did not. The first level of 
analysis examined the overall rate of recommended 
hospitalization on both an Application for Psychiatric 
Assessment and a Certificate of Involuntary Hospital- 
ization. Results indicated that psychiatrists found 
47.4% (N=704) of the individuals depicted in the vi- 
gnettes as hospitalizable on an application and 47.7% 
(N=708) hospitalizable on a certificate. These figures 
are remarkably similar; 92.7% of the persons found 
hospitalizable on an application were also found com- 
mittable on a certificate, and 92.9% of the individuals 
found not hospitalizable on an application also were 
found not hospitalizable on a certificate. A chi-square 
one-sample test of independence indicated that appli- 
cation decisions did not differ significantly from certif- 
icate decisions; thus, all subsequent analyses were per- 
formed on application decisions only. 

Next, the recommended commitments were exam- 
ined to determine the vignettes that met the current 
criteria for commitment and those that did not. While 
the overall pattern of recommendations for involun- 
tary admission followed appropriate legal standards, 
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TABLE 1. Factors Involved in 495 Psychiatrists’ Decisions About 
Involuntary Commitment of Patients Described in Hypothetical Vi- 
gnettes (Analysis of Variance) 








Factor F df p n? 
Main effects 191.81 3 9.001 0.48 
Legal standard (LS) 214.12 5 0.001 0.33 
Clinical treatability 
(CT) 17.18 1 0.001 0.01 
Alternative resources 
(AR) 75.28 1 0.601 0.02 
Psychotic symptoms 
(PS) 347.89 1 0.001 0.11 
Two-way interactions 8.92 13 0.001 0.05 
LSxCT 2.01 3: 0.08 <0.00 
LSxAR 9.58 3 0.001 <0.00 
LSxPS 16.37 5 0.001 0.03 
CTXAR 0.11 5 0.74 <0.00 
CTxPS 0.28 5 0.60 <0.00 
ARXPS 12.18 3 0.001 <0.00 
Three-way interactions 6.18 15 0.001 0.03 
LSXCTXAR 5.19 5 0.001 <0.00 
LSxCTxPS 1.39 5 0.23 <0.00 
LSXARxPS 10.78 5 0.001 0.02 
CTXARxPS 14.78 3 0.001 <0.00 


some decision errors did occur. Specifically, 25.9% 
(N=195) of the individuals depicted in the vignettes 
who clearly met the criteria for commitment were not 
recommended for involuntary hespitalization, while 
19.9% (N=148) of those who did not meet the legal 
standard were recommended for commi-ment. 

In order to examine what variables (i.e., legal com- 
mitability, clinical treatability, alternative resources, 
psychotic symptoms) contributed to tke commitment 
decisions, a 6X2X2X2 analysis of variance (ANOVA) 
was performed. Table 1 displays the ANOVA sum- 
mary. The tests of significance for the ANOVA were 
supplemented with the eta-squared statistic, which 
provides an estimate for the amount of variance ac- 
counted for by each of the factors anc various inter- 
actions. From a clinical perspective this latter statistic 
is more meaningful, since statistical significance, which 
accounts for little of the explained variance, may be 
less pragmatically pertinent. 

Overall, the legal and nonlegal variables and their 
respective interactions accounted for approximately 
57% of the total variance. As table 1 indicates, all of 
the main effects were statistically significant and ac- 
counted for the largest proportion oZ this variance 
(48%). Although there were some significant double 
and triple interactions, these effects accounted for only 
5% and 3% of the variance, respectively. Clearly, the 
main effects were the most important effects and are 
the primary focus of this report. 

With respect to legal commitability, the responding 
psychiatrists indicated that they would be more likely 
to seek involuntary hospitalization of individuals 
judged to be dangerous to themselves (mean+SD rat- 
ing=6.29+1.31) than individuals judged to be danger- 
ous to others (5.08+2.05). Individuals judged to be 
unable to care for themselves would te least likely 
to be recommended for involuntary hospitalization 
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(4.37+1.97), As would be expected, individuals de- 
picted in the vignettes as having limited alternative re- 
sources would be more likely to be committed (4.47+ 
2.11) than those depicted as having good alternative 
resources (3.8042.26), and individuals portrayed as 
psychotic with little insight would be more likely to be 
committed (4.88+2.03) than those portrayed as non- 
psychotic with good insight (3.37+2.11). Finally, in- 
dividuals characterized as highly treatable would be 
more likely to be committed (4.34+2.18) than individ- 
uals characterized as not very treatable (3.92+2.22). 

Clearly, legal standards—in particular, dangerous- 
ness to self and others—and the presence of psychotic 
symptoms were the most important factors in com- 
mitment decisions, while treatability and availability 
of alternative resources were substantially less influ- 
ential. Not surprisingly, psychosis and legal commita- 
bility accounted for almost the entire interactional 
variance in the model and revealed an interesting pat- 
tern of decision making. Individuals depicted as dan- 
gerous to themselves would be committed at about the 
same rate regardless of their being characterized as 
psychotic (mean+SD rating=6.50+1.20) or nonpsy- 
chotic (6.08+1.39). However, individuals portrayed 
as dangerous to others would be significantly more 
likely to be committed if they were depicted as psy- 
chotic (6.30+1.17) than if they were depicted as non- 
psychotic (3.66+1.92). 


DISCUSSION 


We believe that several important conclusions con- 
cerning decisions about psychiatric civil commitment 
can be drawn from the results of this study. First, the 
results suggest that psychiatrists rely primarily upon 
legal standards and evidence of psychosis in making a 
decision to commit. Treatability and availability of al- 
ternative resources also play a significant but substan- 
tively less influential role. 

Second, psychiatrists are as likely to commit individ- 
uals who are dangerous to themselves as individuals 
who are dangerous to others. Psychiatrists are likely to 
commit individuals who are dangerous to themselves 
regardless of the presence or absence of psychotic 
symptoms, whereas they are likely to commit those 
who are dangerous to others only in the presence of 
psychotic symptoms. These decision-making practices 
suggest that psychiatrists use involuntary hospitaliza- 
tion to protect both the mentally ill from self-harm and 
society from the dangerously mentally ill. However, it 
is important to draw attention to the fact that the psy- 
chiatrists in-our sample had a higher rate of false neg- 
atives (25.9%) (i.e., deciding not to commit when pa- 
tients met the legal standard for commitment) than of 
false positives (19.9%) (i.e., deciding to commit when 
patients did not meet the legal standard). Thus, the 
psychiatrists’ clinical decisions, in effect, served to pro- 
tect the patients’ individual rights and freedoms rather 
than to protect society from the dangerously mentally 
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ill. This particular finding does not necessarily mean 
that psychiatrists intentionally protect patients’ rights 
at the expense of protecting society—only that their 
decision making reflects a tendency toward preserving 
the rights and freedoms of the individual. 

Finally, the fact that in nearly 20% of the returned 
vignettes, patients who did not meet the established 
criteria for involuntary hospitalization were, nonethe- 
less, recommended for commitment suggests that in 
some cases psychiatrists do make decisions to commit 
when the legal criteria are not met. This result suggests 
that psychiatrists, although they adhere primarily to 
legal standards, do in fact consider other factors as 
sufficient cause to commit. Support for this interpreta- 
tion comes from other lines of independent research in 
Canada, where filed commitment certificates have not 
met legal standards (29), and reports of increasing per- 
centages of commitments despite reform intended to 
reduce them (4-19, and unpublished 1979 manuscript 
by V.A. Hiday) in both Canada and the United States. 
Collectively, these findings suggest that psychiatrists 
do not rely exclusively on legal criteria. 

Given the relatively small amount of variance ac- 
counted for by the nonlegal variables manipulated in 
this study, it is doubtful that psychiatrists as a group 
rely on availability of resources, clinical treatability, 
and alternative resources in any systematic fashion. It 
is more likely that there is a high degree of individual 
variability in clinical decision making. This individual 
variation may account for a large segment of the un- 
explained variance in the overall model. Indeed, the 
fact that in approximately 26% of the vignettes pa- 
tients who did meet the established legal criteria were 
not recommended for commitment, in combination 
with the finding that about 20% would be committed 
without meeting the legal criteria, indicates substantial 
individual variation with respect to decisions not to 
commit as well as decisions to commit. Perhaps the 
dangerousness statutes are sufficiently flexible or vague 
to allow considerable discretion in determining dan- 
gerousness (19). 

In conclusion, it is important to note that a major 
limitation of this study is that it relied on hypothetical 
scenarios, which have unknown relationships with 
actual commitment decisions. While this particular 
method allows the reporting of causal influences and 
interactional effects precluded by field studies, the eco- 
logical validity of the results may be compromised. On 
the one hand, actual commitment decisions most cer- 
tainly present a wider if not more idiosyncratic range 
of information, which cannot be captured in a set of 
vignettes designed to control specific variables. On the 
other hand, it can be argued that our results represent 
the best in decision making, in that when responding 
to the vignettes psychiatrists presumably were not ina 
time-pressured emergency situation, thus allowing a 
more thoughtful weighing of facts. For example, hy- 
pothetical scenarios clearly do not contain real and 
potentially problematic consequences for both patients 
and psychiatrists that are contingent upon final deci- 
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sions. Similarly, the hypothetical nature of the vi- 
gnettes may not accurately reflect the actual process of 
commitment. Many patients committed on an emer- 
gency basis, for instance, switch their status to volun- 
tary for a variety of reasons, including change in their 
clinical status. Such options were not available in our 
vignettes; the clinical status of the patients remained 
unchanged. Our finding of a relationship between 
emergency detention and commitment, therefore, may 
be of questionable generalizability to actual events and 
subsequent decisions. Nevertheless, our results have 
clarified to some extent the causal factors involved in 
civil commitment decision making that have hereto- 
fore not been examined in field studies. 
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Somatization: A Spectrum of Severity 


Wayne Katon, M.D., Elizabeth Lin, M.D., M.P.H., Michael Von Korff, Sc.D., 
Joan Russo, Ph.D., Patricia Lipscomb, M.D., Ph.D., and Terry Bush, Ph.D. 


Objective: The DSM-III-R diagnosis of somatization disorder requires that a patient have 
a specific number of medically unexplained somatic symptoms, This number of symptoms 
was developed by committee consensus, and it is not clear whether patients with this specific 
number of symptoms can be differentiated from patients with lower but still substantial 
numbers of somatic symptoms. Method: Fifty-one percent of 767 high utilizers of two 
primary care clinics were identified as distressed by an elevated SCL anxiety, depression, or 
somatizatior scale score or by their primary care physician. The Diagnostic Interview Sched- 
ule (DIS) was completed on 119 distressed high utilizers who were randomly assigned to an 
intervention group in a controlled trial of psychiatric consultation. The 119 distressed high 
utilizers were separated into four categories according to the number of unexplained somatic 
symptoms found on the DIS and were compared on demographic, psychiatric distress, 
disability, medical, and health utilization variables. Results: The data suggest that many 
clinical and behavioral features of somatization are significantly more common in patients 
with four to 12 medically unexplained somatic symptoms rather than changing dramatically 
at the diagnostic threshold for somatization disorder. The data also showed that patients 
who meet the DSM-IU-R criteria for somatization disorder are severely ill and have a high 
burden of psychiatric illness and disability. Conclusions: The results suggest that the DSM-IV 
somatoform disorders section should include somatization disorder, an abridged definition 
of somatization disorder often associated with anxiety and depression, as well as a type of 
somatization associated with an adjustment disorder. 


(Am J Psychiatry 1991; 148:34-40) 


he diagnosis of scmatization has evolved signifi- 

cantly since the zerm “neurasthenia” was first 
used in 1868 to describe patients with an aggregate of 
physical and psychological symptoms (1). Perley and 
Guze (2) described 59 symptoms in 10 categories as 
characteristic of Briquet’s syndrome and required the 
presence of at least 2 medically unexplained symp- 
toms in nine categories for the diagnosis. The number 
of symptoms was later found to be highly correlated 
with the number of symptom categories, so DSM-III 
dropped the requirements about the distribution of 
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symptoms in categories and required women to ‘have 
14 and men 12 of 37 characteristic symptoms. DSM- 
III-R altered these requirements slightly so that men 
and women both had to have 13 medically unex- 
plained symptoms to meet the criteria. 

Several studies (3, 4) suggested that patients with 
somatization disorder are relatively rare in community 
and primary care populations and are far outnum- 
bered by persons with fewer medically unexplained 
somatic symptoms. Somatization in primary care and 
in the community is frequently accompanied by symp- 
toms of depression and anxiety (4—8). Escobar et al. (4, 

5) defined a less severe form of somatization occurring 
in approximately 4% of the general population. This 
abridged definition of somatization required four med- 
ically unexplained symptoms in a man and six in a 
woman on the 37-item somatization disorder section 
of the National Institute of Mental Health Diagnostic 
Interview Schedule (DIS). This abridged definition of 
somatization was found to correlate with medical uti- 
lization, disability, and lifetime diagnoses of dysthymic 
disorder and major depression (4, 5). Swartz et al. (6) 
also defined a subsyndromal form of somatization that 
was associated with higher rates of seeking health care, 
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but at an intermediate level between the general pop- 
ulation and patients with somatization disorder. Ap- 
proximately 11.6% of the general population met the 
criteria for this category. Several other primary care 
and community studies (3, 4, 7) have described a large 
subgroup of people who have multiple, unexplained 
somatic symptoms but fall short of meeting the criteria 
for somatization disorder. 

One controversy stimulated by these data is whether 
somatization should be based on a dichotomous 
framework or whether it represents a spectrum, with 
somatization disorder at one extreme. If somatization 
is a continuum, one would hypothesize that as the 
number of medically unexplained somatic symptoms 
increases, so would the rates of coexisting psychiatric 
disorders, disability, and health care use. The aim of 
the present report is to compare differences in demo- 
graphic variables, medical utilization, DSM-III-R di- 
agnoses, and disability indices in a sample of patients 
with high utilization of primary care and with increas- 
ing levels of somatization. 


METHOD 
Subjects 


The setting for this study was two primary care clin- 
ics of Group Health Cooperative of Puget Sound, a 
health maintenance organization with 23 primary care 
clinics serving over 300,000 persons in Washington 
State. The target population included patients between 
the ages of 18 and 75 whose utilization in the prior 12 
months placed them in the top 10% of the number of 
ambulatory health care visits for their age and sex 
groups. 

The method used to select patients who were high 
utilizers of primary care for a randomized trial of psy- 
chiatric consultation-liaison has been described else- 
where (8). In brief, 767 high users of primary care were 
screened with the SCL-90-R anxiety, depression, and 

‘somatization scales (9). Patients who scored one stand- 

ard deviation or more above the mean, based on pub- 
lished SCL norms and SCL data from Group Health 
Cooperative, or who were identified as distressed by 
their physician became eligible for the intervention 
phase of the study. Overall, 392 (51.1%) of 767 pa- 
tients met one or more of the three screening criteria 
and were eligible for a baseline interview followed by 
randomization to the intervention or control group. 
Fifty-three subjects with a positive screening result 
were excluded from eligibility for the baseline inter- 
view and randomization because sample size require- 
ments for the controlled trial had been satisfied. 

Among the 339 subjects eligible for randomization, 
251 (74.0%) accepted randomization and completed 
the baseline interview. Subjects accepting randomiza- 
tion did not differ from those declining to participate 
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in age, sex, or SCL somatization score, but there was a 
trend toward patients declining randomization tc have 
a lower mean score on SCL anxiety ard depression 
items (0.72 among persons declining versus 0.87 
among persons accepting; x7=1.93, df=239, p=0.05). 
Among the 251 subjects who were randomized, 124 
were assigned to the psychiatric intervertion and 127 
were assigned to the control group. A total of 119 
(96.0%) of the 124 patients assigned tc intervention 
completed the in-clinic examination procedure. 


Procedure 


During the psychiatric liaison. examinazion, each pa- 
tient received a 1-hour interview in which the DIS, 
Version 3A (10), was administered by ore of the two 
study psychiatrists (W.K. or P.L.). The D5 sections on 
somatization disorder, panic disorder generalized 


` anxiety disorder, phobias, major depression, dysthy- 


mic disorder, and alcohol abuse/dependence were ad- 
ministered. Both psychiatrists were highly experienced 
in administering the DIS to medical patients. Minor 
changes were made in the panic and gereralized anx- 
iety disorder sections in accordance with DSM-III-R 


‘criteria. The DIS was also modified to nquire about 


current symptoms of major depression (11). Psychiat- 
ric diagnoses were made according to DSM-III-R cri- 
teria for a current mental disorder if s~mptoms had 
been present in the prior month. We al:o report life- 
time diagnoses. After the DIS was compl2ted, each pa- 
tient received a half-hour interview conducted by the 
psychiatrist with the primary care physictn present. In 
this intervention the psychiatrist review=d the salient 
points in the patient’s cl:nical psychiatric status and 
social and developmental history. The psychiatrist and 
primary care physician then negotiated < mutually ac- 
ceptable treatment plan with the patient Patients also 
completed several questionnaires that imcluded items 
on chronic medical illness, functional disability (12), 
and the tendency to amplify physiologic sensations 
(13). 

The primary care physicians completed a Physician 
Review Form for each study patient (N=251) before 
the psychiatric intervention and 6 monchs after ran- 
domization. The form included physicEn ratings of 
severity of physical illness, severity of psychiatric ill- 
ness, and the patient’s tendency to amzlify physical 
symptoms. Each of these factors was rated on a Likert 
scale (rating= 1-5). 

The 119 distressed high utilizers of primary care 
who were assigned to the psychiatric intervention and 
completed the in-clinic examination procedure were 
separated into four categcries according ~o the number 
of medically unexplained somatic symptoms found on 
the 37-item somatization disorder secticn of the DIS. 
Group 1 consisted of women with fewer than six and 
men with fewer than four somatic symptoms, group 2 
consisted of women with 6-8 and men with 4-8 so- 
matic symptoms, group 3 consisted of wcmen and men 
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TABLE 1. Demographic Characteristics of Four Groups of Distressed High Users of Primary Care Who Had Somatization Disorder Symptoms 





Age (years)* 
Mean SD 


Percent 


Group Women 





Group 1: women with 

fewer than 6 and 

men with fewer 

than 4 somatic 

symptoms (N=31) 43.9 
Group 2: women with 

6-8 and men with 

4-8 somatic symp- 


toms (N=40) 42.2 9.50 40.0 77.5 


Group 3: women and 

men with 9-12 so- 

matic symptoms 

(N=21) 46.8 
Group 4: women and 

men with 13 or 

more somatic symp- 

toms (N=27) 47.9 


Percent 
Whites 


14.16 51.6 71.0 


14.73 85.7 90.5 


10.75 88.9 73.1 





Percent 
Educatt With 
ncanon Income Percent 
(years) Less Than Working Percent 
Mean SD $25,000° Full-Time‘ Married® 
14.97 2.74 $3.6 64.5 51.6 
15.07 2.57 28.9 82.5 45.0 
15.05 2.75 52.4 38.1 28.6 
14.08 2.31 54,5 44.4 51.8 





aF=1.36, df=3, 115, ms. 

5 2=22.98, df=3, p<0.001. 

x =3.03, df=3, ns. 
F=0.93, df=3, 115, ns. 


with 9—12 somatic symptoms, and group 4 consisted 
of women and men with 13 or more somatic symp- 
toms. These cutoffs were chosen to be consistent with 
the abridged definition of somatization (5) and to an- 
alyze a subgroup with a symptom cutoff between so- 
matization disorder and this abridged definition. 


Statistical Analyses 


Analyses of variance (ANOVAs) using the general 
linear model procedure of SPSS (14) was employed to 
examine group differences in the continuous demo- 
graphic and DSM-III-R symptoms. Gender was used 
as a covariate in these analyses. In all cases it proved to 
be nonsignificant, and the analyses were recalculated 
without gender. Tukzy’s Studentized Range Test 
(Honestly Significant Difference) was used for post hoc 
tests of group differences. The dichotomous demo- 
graphic and DSM-III-R diagnoses were analyzed with 
chi-square analyses. 

We examined sets of indicators representing the pa- 
tients’ self-reported psychological and physical symp- 
toms (five indicators), disability (four indicators), 
health care utilization (three indicators), and physi- 
cians’ assessments (four indicators). These sets of in- 
dicators were subjected to multivariate analyses of 
variance (MANOVAs). Due to the number of indica- 
tors and their intercorrelations, MANOV As were used 
to control the experiment-wise type I error rate. Each 
MANOVA provided a global test of differences in in- 
dicators among the four somatization groups. In addi- 
tion, this global test was partitioned into three orthog- 
onal polynomial tests for linear, quadratic, and cubic 
trends in the group means. The importance of parti- 
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°*y?=6.06, df=3, n.s. 
§2=15.72, df=3, p<0.001. 
8y2=3.34, df=3, ns. 


tioning group differences into trends within the data 
was to give evidence about the pattern of group dif- 
ferences. A significant group main effect does not tell 
much about the pattern of group means; however, a 
significant linear trend in the absence of significant 
quadratic and cubic trends tells us that the mean of the 
indicators increases with increasing severity of somat- 
ization groups. 

In all four MANOVAs gender was initially used as a 
covariate. However, since gender was always nonsig- 
nificant, the analyses were recalculated without con- 
trolling for gender. Although there were no main ef- 
fects of gender on any other outcome variables, we 
cannot be sure that there were no interactions of gen- 
der with somatization groups. We were unable to cal- 
culate these interactions because groups 3 and 4 each 
contained only three men, thus precluding a two-way . 
factorial design. 

Univariate ANOVAs were used to examine which 
indicators contributed to the global test significance. 
When results of univariate tests were significant, post 
hoc analyses using Tukey’s Studentized Range Test 
were conducted to further control for the type I exper- 
iment-wise error rate. 


RESULTS 
Demographic Characteristics 

There were no significant differences in age, race, 
education, income, or marital status (table 1). The 


groups did differ in gender and employment status. 
Although there, were significantly more women in 
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TABLE 2. DSM-III-R Diagnoses of Four Groups of Distressed High Users of Primary Care Who Had Somatization Disorder Symptoms 














. Lifetime Lifetime Lifetime Lizetime 
Total Current Total Lifetime Depressive Panic Major Dysthymic 

Diagnoses Diagnoses“ Symptoms Disorder? Depression Disorder® 

Group* Mean SD Mean SD Mean SD N % N % N % 
Group 1 (N=31) 0.55 0.85 1.23 1.28 3.81 2.44 1 3.2 14 45.2 7 22.6 
Group 2 (N=40) 0.68 0.94 1.93 1.12 5.32 1.89 8 20.0 39 75.0 9 22.5 
Group 3 (N=21) 0.57 0.81 1.71 1.27 5.10 2.05 4 190 15 71.4 S 23.8 
Group 4 (N=27) 1.41 1.62 2.63 1.55 6.10 1.98 13 48.1 22 81.5 17 63.0 





See table 1 for description of groups. 


ÞF=3.78, df=3, 115, p<0.01; group 4 significantly different from group 1. 

“F=5.78, df=3, 115, p<0.001; group 4 significantly different from group 1. 

dF=6.¢4, df=3, 115, p<0.001; groups 2, 3, and 4 significantly different from group 1. 
®y?=17.78, df=3, p<0.001; groups 2, 3, and 4 significantly different from group 1. 
£?=10.71, df=3, p<0.001; groups 2, 3, and 4 significantly different from group 1. 
®y?=15,48, df=3, p<0.001; group 4 significantly different from group 1. 


TABLE 3. Self-Reported Physical and Psychological Symptoms of Four Groups of Distressed High Users of Primary Care 'Nho Had Soma- 


tization Disorder Symptoms® 











Self-Reported SCL Anxiety/ Self-Redorted 

Physical Depression SCL Somatiza- Barsky Chronic 

Symptoms! Score tion Score® Amplification Diseases® 
Group® Mean SD Mean SD Mean SD Mean SD Mean SD 
Group 1 (N=31) 4.06 2.38 0.71 1.03 0.33 0.89 1.19 0.59 0.97 0.91 
Group 2 (N=40) 4.38 1.79 1.03 1.14 0.47 0.83 1.36 0.66 1.00 1.09 
Group 3 (N=21) 5.67 2.35 0.92 1.68 1.05 1.62 1.67 0.64 1.33 1.46 
Group 4 (N=27) 7.81 2.82 1.32 1.90 2.12 1.73 1.72 0.60 1.96 1.48 


“The F statistic represents a partitional univariate test for linear trend; df=1, 114. 


See table 1 for description of groups. 


“F=41.99, df=1, 144, p<0.001; groups 3 and 4 significantly different from group 1. 


4A djusted for age and sex; F=2.71, n.s. 


°F=31.53, p<0.001; groups 3 and 4 significantly different from group 1. 
fF=13.13, p<0.001; groups 3 and 4 significantly different from group 1. 


8F=10.47, p<0.01; group 4 significantly different from group 1. 


groups 3 and 4 than in groups 1 and 2, gender was not 
a significant covariate in any of the statistical analyses. 
In addition, the results were recalculated for women 
alone. The only result that changed was employment 
status. When men were excluded, the group differences 
in employment status were nonsignificant. 


Diagnoses and Symptoms 


The total number of current and lifetime DSM-III 
diagnoses (major depression, dysthymic disorder, gen- 
eralized anxiety disorder, panic disorder, and alcohol 
abuse/dependence) differed significantly among the 
four groups (table 2). In both cases, group 4, which 
met DSM-III criteria for somatization disorder, had 
significantly more current and lifetime diagnoses than 
the other three groups. The number of DSM-III life- 
time depressive symptoms also differed among the 
groups. Group 1 had significantly fewer symptoms 
than the other three somatization groups, which did 
not differ significantly in the number of depressive 
symptoms. The four groups had significantly different 
rates of lifetime panic disorder, lifetime major depres- 
sion, and lifetime dysthymic disorder. The somatiza- 
tion disorder group (group 4) had significantly higher 
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rates of lifetime panic disorder and lifetime dysthymic 
disorder than the other three groups. Group 1 had 
significantly lower rates of lifetime panic disorder and 
lifetime major depression than the other three groups. 

The five indicators (takle 3), taken as a set, differed 
significantly among the four groups (F=3.78, df= 
15, 304, p<0.001). In addition, these indicators had a 
significant linear trend (F=11.48, df=5, 110, p= 
0.001) and nonsignificant quadratic anc cubic trends. 
Univariate tests revealed a significant l:near trend in 
group differences in all but one indicator (SCL anxiety/ 
depression scale). As expected, the number of self-re- 
ported physical symptoms and SCL somatization scale 
scores increased significantly with severity of somat- 
ization. Group 4 reported significartly more symptoms 
than the other three groups. Group 3 also differed sig- 
nificantly from group 1. There was a significant linear 
trend in amplification of symptoms w--h increasing 
levels of somatization, with group 1 reporting signifi- 
cantly less amplification of symptoms than groups 3 
and 4. There was a significant linear trerd in the num- 
ber of patient-reported chronic diseases, with the so- 
matization disorder group reporting more diseases 
than groups 1 and 2. 
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TABLE 4. Self-Reported Disability and Health Care Utilization of Four Groups of Distressed High Users of Primary Care Who Had Somati- 


zation Disorder Symptoms? 


Two or 
More 
Days With De- Activities 
creased Activi- of Daily 
Bed Days in ties in Prior Living 
Prior Year“ Year Impaired® 
Group? Mean SD Mean SD N % 
Group 1 
(N=31) 6.23 9.28 44.97 91.03 12 38.7 
Group 2 
(N=40) 13.25 17.39 32.32 42.58 16 40.0 
Group 3 
(N=21) 20.47 32.02 79.70 118.90 9 429 
Group 4 
(N=27) 26.18 41.24 130.68 147.71 16 593 


Health 

Rated as Total Visits Phone Calls Reques:s for 
Fair/Poor in 1 Year® per Month? Referrals’ 

N % Mean SD Mean SD Mean SD 
13 41.9 13.32 7.70 0.84 1.39 0.61 0.75 
15 37.5 13.90 7.50 0.85 0.86 0.60 0.98 
11 52.4 16.10 10.53 1.62 1.91 0.90 2.15 
19 70.4 19.41 9.88 2.11 1.93 1.41 3.84 


phe F statistic represents a Dartitional univariate test for linear trend; df=1, 115. 


bSee table 1 for description of groups. 
Fe 8.07, p<0.01; group 4 significantly different from group A 
dF=12.22, p<0. 001; group 4 significantly different from group 1. 
°F=5.55, p<0.05; group 4 significantly different from group 1. 
fF= 4,38, p<0.05; group 4 significantly diiferent from group 1. 
Fe 7.92, p<0:01; group 4 significantly different from group 1. 
hE= 13.52, p<0. 001; group 4 significantly different from group 1. 
F=2,24, df= 1, 115, n.s. 


Disability and Health Care Utilization 


Results of the global test for group differences in 
patient disability indicators (table 4) were significant 
(F=2.23, df=12, 280, p<0.01). Group means on the 
disability indicators increased in a significant linear 
trend as the number of somatic symptoms in the 
groups increased (F=4.30, df=4, 106, p<0.003). Re- 
sults of the quadratic and cubic tests were nonsignifi- 
cant. All four disability indicators (number of days in 
bed, number of days with decreased activities in the 
last year, number of activities of daily living impaired, 
and self-reported ratings of health [from fair to poor]) 
increased significantly and linearly with increasing 
numbers of unexplained somatic symptoms. The so- 
matization disorder group (group 4) was significantly 
more disabled than group 1 on all measures of disabil- 
ity and significantly more disabled than group 2 on 
number of days with decreased activities and ratings of 
health. 

The groups differed globally on the measures of 
health care utilization (F=2.32, df=9, 275, p<0.02) 
(table 4), and once agzin a significant linear trend fit 
the data (F=6.46, df=3, 113, p<0.001), while the 
quadratic and cubic trends did not. The global differ- 
ences were due to group differences in the number of 
total visits to the clinic in the year before screening and 
number of phone calls to the clinic. The groups did not 
differ in the number of requests for referrals. Although 
there was a significant linear trend in the number of 
total visits and phone calls across the groups, post hoc 
tests revealed that these results were due to differences 
between the somatization disorder group and groups 1 
and 2. However, utilization differences may have been 


38 


attenuated because patients were selected on the basis 
of high medical utilization levels. 


Physicians’ Assessments 


In general, the physicians’ assessments (table 5) dif- 
fered among the four groups (F=2.75, df=12, 251, 
p<0.002). A global linear trend was found to best fit 
the pattern of the means (F=6.21, df=4, 95, p< 
0.001), while the quadratic and cubic trends were non- 
significant. The physicians did not perceive significant 
differences in the severity of the physical health prot- 
lems in these groups. However, they did perceive that 
the groups differed in the severity of psychiatric illness, 
patients’ tendency to amplify their symptoms, and the 
frustration of caring for these patients. Post hoc tests 
revealed that group 1 was viewed as significantly less 
psychiatrically ill, less likely to amplify symptoms, and 
less frustrating to care for than the other three groups. 
The other three somatization groups did not differ 
among themselves. 


DISCUSSION 


Our data suggest that many clinical and behavioral 
features associated with somatization were signifi- 
cantly more common in patients in groups 2 and 3 
(men with four to 12 and women with six to 12 med- 
ically unexplained symptoms) rather than changing 
dramatically at the diagnostic threshold (13 symp- 
toms) for somatization disorder. Patients in groups Z, 
3, and 4 had significantly higher rates of lifetime panic 
disorder and major depression. Moreover, self-re- 
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TABLE 5. Physician Review Form Ratings of Four Groups of Distressed High Users of Primary Care Who Had Somatization Disorder 


Symptoms? 
Diagnosis of 
Diagnosis of Moderate to 
Moderate to Severe Mental 
Severe Medical Health Patient Amplifies Patient Is 
Problems*® Problems? Symptom3° Frustrating 
Group? N % N % N % N % 
Group 1 (N=31) 16 51.6 13 41.9 8 25.8 < 12.9 
Group 2 (N=40) 21 $2.5 35 87.5 22 55.0 17 42.5 
Group 3 (N=21) 7 33.3 16 76.2 15 71.4 10 47.6 
Group 4 (N=27) 20 74.7 22 81.5 19 70.4 G 33.3 


ithe F statistic represents a partitional univariate test for linear trend; df=1, 115. 


>See table 1 for description of groups. 
°F= 1,04, n.s. 


4p 21, 74, p<0.001; groups 2, 3, and 4 significantly different from group 1. 
ig 11.96, p<0.001; groups 2, 3, and 4 significantly different from group 1. 
fF=4.59, p<0. 05; groups 2, 3, and 4 significantly different from group 1. 


ported physical symptoms, amplification of physical 
symptoms, self-reported disability, and medical utili- 
zation increased linearly with number of somatic 
symptoms. Primary care physicians agreed with the 
DIS assessment of patients who somatized (groups 2, 
3, anc 4) as having worse mental health and amplify- 
ing physical symptoms, as well as being significantly 
more frustrating patients than patients with low levels 
of somatization. 

Our data suggest the potential utility of viewing 
somatization as a continuum on which increasing lev- 
els of somatic symptoms are indicative of increasing 
distress, disability, and maladaptive illness behavior. 
Rather than a discrete cutoff point for somatization, 
such as DSM-III-R’s requirement of 13 unexplained 
somatic symptoms for the diagnosis of somatization 
disorder, our data suggest that patients with nine to 
12 symptoms may be almost as severely disabled as 
those with 13. These data provide support for the in- 
clusion in DSM-IV of one or more categories of less 
severe types of somatization. Our data also support the 
continued use of DSM-III-R criteria for somatization 
disorder. Patients with DSM-III-R somatization disor- 
der were severely ill and had a high burden of psychi- 
atric illness and disability on virtually every factor 
measured, 

Although the data presented are limited to distressed 
high users of primary care, there are extensive data 
suggesting that somatization can occur in normal in- 
dividuals and in groups under great social stress and 
can become enmeshed with difficulties in social func- 
tioning in the family and the workplace (15, 16). The 
DSM-IV somatoform disorders section could include 
somatization disorder, an abridged definition of so- 
matization often associated with anxiety and depres- 
sive disorders, as well as a type of somatization asso- 
ciated with adjustment to stress and somatic idioms of 
distress that occur in patients without psychiatric ill- 
ness. This division of somatization would make 
DSM-IV more applicable to the clinical realities in pri- 
mary care medicine, where somatization associated 
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with social stress, anxiety, depression, and functional 
disability is much more common than somatization 
disorder (3, 4, 6, 16, 17). 

Another ramification of our data is that patients 
with somatization are more likely to suffer from anx- 
iety and depressive disorders than has been previously 
recognized. The primary care physicians considered 
the severity of anxiety and depressive disorders as es- 
sentially similar in all three groups of patients with 
multiple unexplained somatic symptoms, and DIS life- 
time panic and major depressive disorders were also 
significantly more prevalent in the three somatization 
groups than in group 1. This connection between anx- 
iety, depression, and somatization is supported by 
multiple studies which have found that somatization 
and high utilization of health care are frequently asso- 
ciated with major depression and panic disorder (4, 
17, 18). Moreover, studies of the treatment of panic 
disorder and major depression (19, 20) have found 
that improvement in anxiety and depression is associ- 
ated with decreased hypachondriacal concern and re- 
porting of physical symptoms. Althouga the defini- 
tions of panic disorder and major depression have been 
narrowed to the key autonomic and vegetative symp- 
toms, as well as cognitive and emotional symptoms, 
there is now abundant evidence that a wide range of 
physical symptoms accompany anxiety and depressive 
illness (4, 17-21). 

There are several mechanisms that may explain the 
association between mental illness and medically un- 
explained somatic symptcms. First, both psychological 
and somatic symptoms may result from the same un- 
derlying physiological abnormalities. Thus, neurophys- 
iologic dysfunction and the resulting autonomic ner- 
vous system dysregulation may cause panic disorder 
and affective illness as well as somatic symptoms such 
as irritable bowel syndrome, headaches, hyperacidity 
and epigastric distress, labile hypertension, and mitral 
valve prolapse. Such dysfunction may also contribute 
to worsening symptoms of a concurrent chronic med- 
ical disease such as angina pectoris (22, 23). 
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It is also possible that depression and anxiety lower 
the threshold at which minor symptoms are perceived. 
These disorders may increase perception of or amplify 
bodily complaints. Experimental work suggests that 
depressive mood fosters illness-related memories and a 
negative view of one’s health (24). 

Chronic physical symptoms, whether psychological 
or somatic in origin, may also play a role in initiating 
or provoking depression and anxiety through behav- 
ioral mechanisms. For instance, many patients with 
chronic pain describe their pain as decreasing their en- 
joyment of formerly pleasurable activities, contribut- 
ing to progressive withdrawal from social activities, 
and leading to despair that nothing can be done to 
relieve the pain. These decrements in activity levels and 
social reinforcement and feelings of hopelessness and 
helplessness may contribute to or initiate depressive 
illness (25). At the same time, chronic physical symp- 
toms may contribute to anxiety and depression by 
causing dysregulation pf sleep and autonomic nervous 
system function, which then may lead to the maladap- 
tive cognitive and behavioral changes associated with 
anxiety and depression (25, 26). 

Our clinical data cannot shed much light on these 
alternative, perhaps mutually reinforcing, mechanisms 
linking somatization, psychological disorders, and 
functional disability. Our data do suggest that somat- 
ization can be productively viewed as a continuum of 
illness, as well as a discrete disorder. Our data also 
support previous research indicating that significant 
functional difficulty, interpersonal difficulties, and psy- 
chological impairment are associated with somatiza- 
tion even among persons not meeting full DSM-III-R 
criteria for somatization disorder. These data suggest 
that a modification of zhe DSM-III-R somatoform dis- 
order section is warranted. Most patients with diffuse 
unexplained somatic symptoms evaluated in primary 
care settings and in community samples have a treat- 
able psychiatric disorder (anxiety or depression) or are 
responding to stressful life events (3, 4, 6, 15—18). Fail- 
ure to distinguish somatization as part of an adjust- 
ment disorder from somatization due to anxiety and 
depression, or from somatization as a serious, chronic 
psychiatric disorder (somatization disorder), makes 
psychiatric classification of somatoform disorders less 
applicable to the patient problems that are seen in pri- 
mary care medicine. 
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Glucocorticoid Level and Neuropsychiatric Symptoms 
in Homosexual Men With HIV Infection 
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Raymond R. Goetz, Ph.D., Isabel Lagomasino, Hana Novacenko, 
Janet B.W. Williams, D.S.W., Yaakov Stern, Ph.D., 

Richard Mayeux, M.D., and Anke A. Ehrhardt, Ph.D. 


_ Objective: There is a controversial literature suggesting that stress, anxiety, and depression 
are harmful to the immune system and therefore to health. Preclinical studies indicate that 
activation of the hypothalamic-pituitary-adrenal (HPA) axis by stress may be responsible for 
immunocompromise. The goal of this study was to assess this phenomenon in human im- 
munodeficiency virus (HIV) infection. Method: Homosexual men in the community who did 
not meet modified Centers for Disease Control criteria for acquired immune deficiency 
syndrome (AIDS) were recruited for the study; 113 of the men were HIV positive and 77 
were HIV negative. Very few of the men studied suffered from depression or anxiety disorder 
at the time of the first assessment. Twenty-four-hour urinary free cortisol levels were ob- 
tained from the 112 HIV-positive and 75 HIV-negative men whose 24-hour urine volumes 
were 500 ml or more. Cortisol levels were correlated with measures of medical, immuno- 
logical, neurological, and psychiatric status. Results: Small but significant correlations be- 
tween 24-hour urinary free cortisol and medical status, level of depression, and level of 
anxiety were found in the HIV-positive group. There was no relationship between cortisol 
level and the number of CD4+ or CD8+ T lymphocytes or the CD4-CD8 ratio. Conclu- 
sions: Although HPA activation may be associated with stress in cases of HIV injection, it 
does not seem to be associated with further loss of CD4+ T lymphocytes. Subjects with HIV 
infection with the most evidence of medical complications may also be the most anxious snd 


depressed, 
(Am J Psychiatry 1991; 148:41-45) 


he mechanism by which psychological morbidity 

may affect the immune system is not known (1— 
5). In the preclinical literature, it has been suggested 
that activation of the hypothalamic-pituitary-adrenal 
(HPA) axis by stress may produce immunocompro- 
mise (6, 7). Not all studies support this, however (8). 
Glucocorticoids have profound and varied effects on 
human immune function, but many of these are in the 
direction of diminishing immunocompetence (9). It is 
well established that at least a subgroup of patients 
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with affective disorder have higher cortisol production 
(10); some studies also suggest thet this occurs in hu- 
mans experiencing stress or suffering from anxiety dis- 
order (11). 

Human immunodeficiency virus (HIV) infection typ- 
ically manifests a long latency before clinical manifes- 
tations of the acquired immune deficiency syndrome 
(AIDS) (12, 13). Many ‘“‘co-factors” have been sug- 
gested as possible activators of HIV, including stress, 
depression, and anxiety disorder. There is in vitro ev- 
idence that glucocorticoids enhance replication of HIV 
(14). Of the many immunological effects demonstrated 
for glucocorticoids, depression of T lymphocyte num- 
ber, percent, and function is importar- (9) because 
HIV has special tropism for the class of T lymphocytes 
bearing the CD4 receptor. The hallmark of HIV infec- 
tion is the progressive loss of CD4+ T lymphocytes— 
also known as “helper lymphocytes”—leading to col- 
lapse of the entire immune system. Thus, stress- 
induced HPA activation might be an importart “co- 
factor” of HIV disease progression. 


41 


GLUCOCORTICOID LEVEL IN HIV INFECTION 


As part of an ongoing, longitudinal study of subjects 
with HIV infection, we considered the possibility that 
infected subjects who were also highly anxious or de- 
pressed might have elevated cortisol levels, indicating 
HPA activation, and concomitantly depressed immune 
function. This could result in more rapid development 
of medical signs and symptoms of HIV infection. We 
collected 24-hour urine samples for measurement of 
urinary free cortisol level as an index of HPA activa- 
tion, along with measures of immune function, medi- 
cal status, neurological status, neuropsychological test 
performance, and psychiatric status. We hypothesized 
that if stress leads to decline in medical or neurological 
status among subjects infected with HIV through the 
mechanism of glucocorticoid-induced immunosup- 
pression, then patients with the most evidence of anx- 
iety and depression should have the highest levels of 
24-hour urinary free cortisol, the fewest CD4+ T lym- 
phocytes, and the most HIV-related medical signs and 
symptoms. Our results should be considered prelimi- 
nary because at the time of this first assessment, as 
described later in this saper, very few of our subjects 
actually suffered from serious clinical depression or 
anxiety disorder. 


METHOD 


The subjects in this report are participants in a lon- 
gitudinal study of the behavioral and nervous system 
effects of HIV infection. At baseline the male homo- 
sexual study group consisted of 124 HIV-positive and 
84 HIV-negative subjects. All of the men were asked to 
participate in the cortisol portion of the study, and 
most of them complied. 

Cortisol data were collected from 113 homosexual 
men who tested positive and 77 homosexual men who 
tested negative for HIV infection by enzyme-linked im- 
munosorbent assay (ELISA) and Western Blot. We re- 
quired that subjects already know their HIV status for 
at least 1 month before admission to the study. HIV- 
positive subjects were excluded if they met Centers for 
Disease Control (CDC; criteria for AIDS. This ensured 
that the HIV-positive subjects were at relatively early 
stages of disease progression. Table 1 shows the age, 
education level, Hollingshead socioeconomic status 
(15), and race of 112 of the men with and 75 of the 
men without HIV infection. These subjects were re- 
cruited for a longitudinal study involving medical, psy- 
chiatric, psychosocial, psychosexual, neurological, and 
neuropsychological assessment every 6 months for 5 
years. 

Subjects were asked to begin collecting all urine the 
evening before reporting to our facility for the first of 
these 6-month assessments. Urine collection was then 
continued throughout the next day while the subject 
was undergoing the battery of assessments described 
later in this paper. Thus, for a large part of the 24-hour 
period of urine collection the subject was in the clinic 
and could be reminded to save all urine. 
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TABLE 1. Demographic Characteristics of 187 Homosexual! Men 
With or Without HIV Infection 


Men With Men Withou: 
HIV Infection HIV Infection 

Characteristic (N=112) (N=75) 
Age (years) 

Mean 38.3 37.4 

SD 7.9 8.8 
Education (grade)* 

Mean 15.9 16.5 

SD 2.6 2.0 
Socioeconomic 

status 

Mean 48.5 53.0 

SD 12.6 9.4 
Race (number of 

subjects) 

White 96 64 

Hispanic 7 6 

Black 4 2 

Black or Hispanic 1 0 

Asian or Pacific 

Islander 2 2 
Refused to provide 
information 2 1 


at=1,83, df=179, p<0.07. 
Þt=2.79, df=184, p<0.006. 


At the end of the 24-hour period, the total volume of 
urine was measured and then a 25-cc aliquot was fro- 
zen for cortisol analysis. Urinary free cortisol was mea- 
sured in our behavioral endocrinology laboratory ky 
using a double antibody direct radioimmunoassay pro- 
cedure. The coefficients of variance for intra- and in- 
terassay were 2.1% and 3.1%, respectively. 

During the course of the assessment day the subjects 
also underwent the following tests and interviews. 

1. A medical history was taken by a research nurse, 
and a physical examination was then performed by a 
physician blind to the subject’s HIV test results. Med- 
ical signs and symptoms were summarized for each 
subject in two ways. First, HIV-positive subjects were 
assigned a score on a medical staging system devised 
by our group. This four-tier system is shown in appen- 
dix 1. Within each tier the examining physician as- 
signed a number based on his or her subjective judg- 
ment of medical severity. By design, no subject with a 
score greater than 29 was admitted to the study. Sec- 
ond, a 20-item symptom checklist was created. Shown 
in appendix 2, the symptom checklist includes signs 
and symptoms of HIV infection. All subjects were as- 
signed a score based on the number of signs or symp- 
toms for which they were positive. Unlike the medical 
staging system, each sign or symptom in the symptom 
checklist carries an equal weight. 

2. The subjects participated in a psychiatric intez- 
view using the Structured Clinical Interview for DSM- 
IlI-R (SCID) (16). Included in this part of the assess- 
ment was the Hamilton Rating Scale for Depression, 
the Hamilton Rating Scale for Anxiety, and a global 
assessment of functioning scale. The global assessment 
of functioning scale enables a clinician to indicate his 
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TABLE 2. Medical, Immunological, and Neurological Characteristics of 187 Homosexual Men With or ‘Without HIV Infection 


Men With Men Without 
HIV Infection HIV Infection 
(N=112) (N=75) 
Characteristic Mean SD Mean SD t p 
CD4+ cells/ul 401.8 226.4 828.2 274.9 11.55 0.001 
CD8+ cells/ul 834.9 446.0 538.1 213.1 6.06 0.001 
CD4-CD8 ratio 0.6 0.4 1.7 0.6 14.02 0.001 
Hamilton depression scale score 4.4 41 3.3 3.6 1.95 0.052 
Hamilton anxiety scale score* 4.0 3.8 3.0 3.7 1.58 n.s. 
Global assessment of functioning scale score 68.6 8.1 69.2 8.9 0.43 n.s. 
20-item symptom checklist score 2.2 1.5 0.9 1.0 7.26 0.001 
Mediczl stage 12.3 8.9 — — — — 
Global performance rating 1.2 1.1 1.2 1.2 0.21 n.s 
Neuropsychological impression 0.5 0.7 0.5 0.7 0.55 n.s 
Kurtzke Disability Status Scale for Multiple 
Sclerosis score 1.2 0.7 1.2 0.6 0.28 n.s 


aN=99 for the men with HIV infection; N=74 for the men without HIV infection. 


or her overall judgment of a person’s psychological, 
social, and occupational functioning on a scale that 
assesses mental health or illness. Ratings range from 1 
to 90; scores of 70 and above generally indicate posi- 
tive mental health, and scores below 40 are usually 
founå among hospitalized psychiatric patients. 

3. A neurological examination was conducted by a 
neurclogist blind to HIV status. The results of the ex- 
amination were summarized by using a modification of 
the Kurtzke Disability Status Scale for Multiple Scle- 
rosis (17), which rates as.normal or abnormal nine 
categories of neurological function. 

4. An extensive neuropsychological test battery as- 
sessing all domains of neuropsychological functioning 
was conducted by trained neuropsychological techni- 
cians blind to HIV status. The results of this battery 
were summarized in two ways. First, a global perfor- 
mance rating was devised to summarize overall neuro- 
psychological performance with reference to norma- 
tive data and to rank performance along a continuum 
of severity. The global performance rating has anchor 
points: O=no performance deficit, 1=borderline per- 
formance in two or more areas, 2=defective perfor- 
mance in one area, 3=defective in two or more areas, 
and 4=defective in memory and in two or more other 
areas. Second, the neuropsychological technician as- 
signed a score—the neuropsychological impression— 
based on the independent judgment of two neuropsy- 
chologists that represents a clinical impression of 
normal, borderline, or abnormal performance. Inter- 
rater reliability and test-retest reliability for the 
Kurtzke, global performance rating, and neuropsycho- 
logical impression scales as assessed by our group have 
been discussed elsewhere (18, 19). 

5. Blood samples were drawn for measurement of 
the number and percent of CD4+ T lymphocytes, 
CD8+ T lymphocytes, and the ratio of CD4+ to 
CD8+ T lymphocytes. 

Blood was also drawn for confirmatory HIV testing 
by ELISA and Western Blot, and all subjects were 
given pre- and post-HIV-test counseling, even though 
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they already knew their serostatus. Informed written 
consent was obtained from each subject. 

The mean 24-hour urinary free cortisol levels of 
HIV-positive and -negative groups were compared by t 
test. Within each of the two groups, we used Pearson 
product-moment correlations to examine the relation- 
ship between urinary free cortisol level and 11 varia- 
bles. All significance levels are two-tailed, and the al- 
pha level was set at 0.05. 


RESULTS 


Before data analysis, we dropped 24-hour urinary 
free cortisol data for three subjects because their total 
urine volume was less than 500 ml. The remainder of 
the subjects provided urine volume consistent with a 
24-hour collection. This left 112 in the HIV-positive 
group and 75 in the HIV-negative group. 

There were no statistically significant cifferences be- 
tween HIV-positive and -negative groups for age, years 
of education, or race (see table 1), Although the dif- 
ference in socioeconomic status between the two 
groups was statistically significant, inspection of table 
1 indicates that the actual difference was very small 
and not meaningful. 

For the HIV-positive subjects, the mean medical 
stage score was 12.3 and the mean+$D number of 
CD4+ T lymphocytes was 402+226/ul. This indicates 
a group with relatively few medical symptoms and rel- 
atively intact immunological status. 

Table 2 shows means for the two groups on medical, 
immunological, psychiatric, and neurological meas- 
ures. As expected, HIV-positive subjects had fewer 
CD4+ T lymphocytes, more CD8+ T lymphocytes, 
lower CD4-CD8 ratios, and more symptoms on the 
symptom checklist than HIV-negative subjects. HIV- 
positive subjects also had significantly higher mean 
Hamilton depression scale scores, but their mean of 
4.4+4.1 indicates a group with minimal depression. 
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TABLE 3. Pearson Correlations Between 24-Hour Urinary Free 
Cortisol and Other Variables for 187 Homosexual Men With or 
Without HIV Infection 


Correlation With 24-Hour 
Urinary Free Cortisol 


Men With Men Without 
HIV Infection HIV Infection 
(N=112) (N=75) 
r r 
Variable (df=110) p (df=73) p 
20-Item symptom check- 
list score 0.19 0.04 -0.02 n.s. 
Medical stage 0.20 0.04 — — 
Hamilton depression scale 
szore 0.25 0.01 0.08 = ns. 
Hamilton anxiety scale 
szore? 0.23? 0.03 0.13€ ns 
Global assessment of 
fanctioning scale score —0.02 n.s. 0.01 ns. 
Kurtzke Disability Status 
Scale for Multiple 
Sclerosis score 0.10 n.s. —0.04 ns. 
Global performance rating —0.04 n.s. -0.02 ns. 
Neuropsychological 
impression 0.07 n.s. —0.09 n.s. 
CD4+ cells 0.01 n.s. —0.14 n.s. 
CD8+ cells 0.10 n.s. —0.07 n.s. 
CD4-CD8 ratio 0.02 n.s. —0.11 n.s. 
*N=99 for the men with HIV infection; N=74 for the men without 
HIV infection. 
bdf=97. 
“df=72. 


There were no significant differences between groups 
in Hamilton scale scores, global assessment of func- 
tioning scale score, global performance ratings on the 
neuropsychological tests, neuropsychological impres- 
sion score, or Kurtzke scale score of neurological signs. 

The mean urinary free cortisol level for the 112 
HIV-positive men was 61.7434 wg/24 hours; for the 
75 HIV-negative men it was 57.9427 wg/24 hours. 
The difference is clearly not statistically significant. 

There was no statistically significant difference in 
urinary free cortisol level between the 21 HIV-positive 
subjects with any current DSM-III-R axis I disorder 
(70.9+50.2 ug/24 hours) and the 91 without current 
axis I disorders (55.6+28.5 ug/24 hours) (t=0.99, df= 
23, n.s.). The seven men with current depression (ma- 
jor depression, dysthymia, or depression not otherwise 
specified) had a nonsignificantly higher mean urinary 
free cortisol level (84.8+74.2 j.g/24 hours) than the 
105 nondepressed subjects (60.2+29.2 ug/24 hours) 
(t=0.87, df=6, n.s.). 

Table 3 shows the correlations for each group be- 
tween urinary free cortisol level and the 11 planned 
variables. None of the correlations was significant 
within the HIV-negative group. Within the HIV-posi- 
tive group, however, four of the 11 correlations 
reached statistical significance: symptom checklist 
score, medical stage, Hamilton depression scale score, 
and Hamilton anxiety scale score. 
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DISCUSSION 


We found a small but statistically significant rela- 
tionship between 24-hour urinary free cortisol level 
and two psychiatric states—anxiety and depression. 
There was no relationship, however, between cortisol 
secretion and the most critical immunological markers 
of HIV infection progression—the numbers of CD4+ 
and CD8+ T lymphocytes and the CD4-CD8 ratio. 

Correlational analyses do not yield causal infer- 
ences. Nevertheless, a reasonable interpretation cof 
these data might be as follows: subjects with HIV ir- 
fection with the most evidence of medical complica- 
tions may also be the most anxious and depressed. 
Such patients may.show the most evidence of HPA 
activation with the highest 24-hour urinary free corti- 
sol levels, although the overall degree of HPA activa- 
tion in our group was minimal. HPA activation does 
not, however, produce an overall increase in the loss af 
T helper cells. Thus, stress-induced HPA activation 
does not seem to cause loss of CD4+ T lymphocytes 
beyond that already caused by infection itself in early 
HIV infection. 

Several features of our study design and subjects 
must be noted. First, the overall levels of psychopa- 
thology, anxiety, and depression in this group of suk- 
jects were low. The mean Hamilton depression scale 
score of our HIV-positive group was only 4.4, only 
seven of the 112 HIV-positive subjects met criteria for 
current depression, and the mean Hamilton anxiety 
scale score was only 4.0. Severity of depression has 
been related to degree of immunocompromise (20). It 
is possible that a group of more depressed or anxious 
HIV-infected subjects would show even more evidence 
of HPA activation to the point of provoking glucocor- 
ticoid levels high enough to cause immunosuppression. 

Second, these subjects were generally not far along 
in the course of HIV infection. Most of the men in the 
HIV-positive group were entirely asymptomatic or had 
only lymphadenopathy. By study design, none of them 
had the serious opportunistic infections or secondary 
tumors that define AIDS. Again, we do not yet know if 
glucocorticoids produce further immunosuppressioa 
in patients with more advanced medical disease. 

Third, we did not measure the functional capacity af 
T lymphocytes, only their number. Although the loss 
of CD4+ T lymphocytes is the hallmark of progressive 
HIV disease and is probably responsible for many cf 
the protean manifestations of this illness, it is possible 
that glucocorticoids have an adverse effect on the func- 
tion rather than the number of these cells early in the 
disease. 

Many of the questions raised will be better answered 
as we study this group of subjects over time. This wil 
give us an opportunity to see whether advancing signs 
of HIV infection produce more evidence of HPA acti- 
vation. At present, we can tentatively assert from this 
study that stress does not appear to operate through 
the HPA axis to produce clinically significant immu- 
nocompromise among patients with HIV infection. We 
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feel strongly that the prompt and humane treatment of 
the psychological and psychosocial manifestations of 
HIV infection is imperative nonetheless. 


17. 
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APPENDIX 1. Stages of HIV-Related Physical Symptoms 


Note: Only physical symptoms assumed to be related to 


HIV infection are considered. Neurological, neuropsycho- 
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logical, and psychological symptoms are not considered and 
may be. present at any stage. 


0-9 


10-19 


‘Seropositive, physically asymptomatic, i.e., no phys- 
ical symptoms assumed to be related to HIV infec- 
tion that in themselves are severe enough to warrant 
clinical attention. 


Seropositive, limited symptoms only: history or evi- 
dence of generalized lymphadenopathy or any clini- 
cally significant physical symptoms not meeting cri- 
teria for stage IV (e.g., diarrhea for 2 weeks, fever for 
2 weeks, fatigue every other day for 1 month). 


Describe symptoms: 


20-29 


Seropositive, serious physical symptoms: history or 
evidence of any of the following: 


—— Oral or esophageal thrush 
—— Night sweats for more than 30 days 


Duration: 





____ Fever for more than 30 days 


Duration: 





—_— Weight loss greater than 10% of body weight 


Percent: 





—— Diarrhea for more than 3C days 


Duration: 





—— Fatigue for more than 30 days 


Duration: 





—— Oral hairy leukoplakia pulmonary tuberculosis 
— One episode of salmonella septicemia 

—— Pneumococcal bacteremia 

—_— Herpes zoster 

—_— Hemophilus influenza bacteremia 

—— Idiopathic thrombocytopenic purpura 


30-39 


AIDS, i.e., seropositive, with any of the following: 


—— Opportunistic infections: 
—— Secondary cancer: 


APPENDIX 2. 20-Item Symptom Checklist for HIV Infection 


at has 


Oral candidiasis (ever) 

Lymphadenopathy/thrush (by examination, currently) 
Nonallergic body rash (history of, duzing the last 3 
months) 

Shingles (history of, during the last 3 months) 
Sinusitis (history of, during the last 3 months) 

Oral leukoplakia (by examination, currently) 

Fever (history of, during the last 3 months) 

Night sweats (history of, during the last 3 months) 
Rashing or scaling around the eyes (history of, during 
the last 3 months) 

Diarrhea (history of, during the last 3 months) 


. Psoriasis (history of, during the last 3 months) 
. Shortness of breath (history of, during the last 3 


months) 


. Easy bruising (history of, during the lest 3 months) 

. Sore throat (history of, during the last 3 months) 

. Persistent cough (history of, during the last 3 months) 
. Meningitis (history of, during the last 3 months) 

. Hair loss (history of, during the last 3 months) 

. Pneumonia (history of, during the last 3 months) 

. Herpes (oral/genital) (ever) 

. Weight loss (more than 10%) (history of, during the 


last 3 months) 
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Family Interactions Within Incest and Nonincest Families 


Philip G. Madonna, M.S.W., Susan Van Scoyk, M.D., 
and David P.H. Jones, M.R.C.Psych., D.C.H. 


Objective: The study addressed the questions, What are the interactional patterns in 
families in which incest occurs? and Do these patterns differ from those of families with other 
clinical problems? Method: The families for the study were chosen from two outpatient 
clinics; the C. Henry Kempe National Center for the Prevention and Treatment of Child 
Abuse and Neglect provided access to families with incest, and the nonincest families each 
had a child seen in a university child psychiatry clinic. In each of these settings, 30 families 
were selected in the order of referral for evaluation. All families agreed to participate. Each 
family was given two tasks to perform during a structured interview. The interviews were 
videotaped, and 15—20-minute segments were rated independently by two of the authors, 
who used the Beavers-Timberlawn Family Evaluation Scale to assess interactional behaviors 
within each family. Results: The incest families were significantly more dysfunctional in all 
but one area of family interaction. The distribution of power within a family did not dif- 
ferentiate the two types of families. Conclusions: The incest families’ dysfunctional patterns 
that seemed to support and maintain the incestuous behavior were a rigid family belief 
system, a dysfunctional parental coalition, parental neglect and emotional unavailability, and 
the inability to nurture autonomy in family members. 


(Am J Psychiatry 1991; 148:46—-49) 


T o some degree, all studies of incest must attempt 
to explain a family system that allows and toler- 
ates the sexual abuse cf a child. The literature on child 
sexual abuse (1—5) is replete with psychodynamic and 
anecdotal descriptions of relationships in families in 
which incest occurs. To our knowledge, there have 
been no published reports of systematic or direct ob- 
servational studies of patterns of interaction in incest 
families. Williams and Finkelhor (6), however, re- 
viewed and analyzed several unpublished studies that 
examined interactions in incest families. 

Studies of family interactions (7~10) have provided 
means for assessing the characteristics of family func- 
tioning. In particular, the Beavers-Timberlawn Family 
Evaluation Scale (7) rates a family’s functioning along 
a health-pathology continuum by looking at variables 
related to a family’s power structure, mythology (per- 
ception of reality), skill in negotiating, promotion of 
autonomy, and handling of affect. When the Beavers- 
Timberlawn scale was constructed, interrater reliabil- 
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ity was established first, and then each of the 13 inter- 
action scales was correlated with an independent 
rating of overall family health/pathology. The scale 
correlations ranged from 0.30 to 0.79 across a spec- 
trum of 103 families, who ranged from high levels of 
competence to severe dysfunction. Each of the corre- 
lations was significant in predicting overall functioning 
at a probability level of <0.005 (7). 

It is obvious that incest families are different from 
“normal,” nonclinical families. But to what extent do 
the patterns of interaction in incest families differ from 
the patterns found in families with other clinical prob- 
lems? The Beavers-Timberlawn scale was used to as- 
sess interactional behaviors within 30 incest families 
and 30 families that each included a child seen in a 
child psychiatry clinic. The purpose of the study was to 
quantify and clarify interactional patterns in incest 
families. 


METHOD 
Subjects 

The C. Henry Kempe National Center for the: Pre- 
vention and Treatment of-Child Abuse and Neglect, in 


Denver, provided access to incest families. The nor- 
incest families were studied at the Child Psychiatry 
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Clinic, University of Colorado Health Sciences Center. 
The two clinics are public facilities that, for the most 
part, provide treatment services to families with lower 
socioeconomic status. In each of these settings, 30 fam- 
ilies were selected for study in the order of their refer- 
ral for evaluation and treatment. All of the families 
selected agreed to participate. The parents signed con- 
sent forms for themselves and for their children. Before 
the incest families became involved in the study, the 
allegations of sexual abuse were investigated and sub- 
stantiated by the department of social services; most of 
these families were mandated into treatment by the 
legal system. Most of the nonincest families were re- 
ferred and encouraged to seek treatment by school 
counselors or social service workers, but their treat- 
ment was not mandatory. 

The differences between the incest and nonincest 
families in race, marital status, and socioeconomic sta- 
tus were not statistically significant. Most of the fam- 
ilies were white: incest, 27 (90%); nonincest, 25 
(83%. The number of couples who were married or 
had de facto marriages was 12 in the incest group 
(40%) and 10 in the nonincest group (33%). The num- 
ber of divorced or separated couples was 18 in the 
incest group (60%) and 20 in the nonincest group 
(67%). It is likely that the numbers on marital status 
for the incest group were affected by the court-ordered 
removal of some of the abusing parents from their 
homes. Otherwise, che number of married couples in 
the incest group might have been considerably higher. 
Socioeconomic status was determined with the Hol- 
lingshead Two-Factor Index of Social Position (11). 
Most of the families were from socioeconomic levels 
IV and V: incest, 25 (83%); nonincest, 23 (77%). 


Procedure 


In this study, incest was defined as inappropriate 
sexual contact between a child and a parent, steppar- 
ent, or grandparent. Sexual abuse included vaginal and 
anal intercourse, oral-genital contact, mutual or forced 
masturbation, fondling, and the forced use of enemas. 
Sexual abuse occurred between the following family 
members: father and daughter (14 families), stepfather 
and stepdaughter (11 families), father and son (three 
families), mother and son (one family), and grandfa- 
ther and granddaughter (one family). The children in 
the nonincest families had a wide variety of emotional 
and behavioral disorders, but there were no active le- 
gal charges and no clinical evidence of sexual or phys- 
ical abuse. 

Videotapes of the initial, 50-60-minute structured 
interviews documented the families’ interactions. Dur- 
ing the interview, the family was presented with two 
separate but related tasks. As the first task, family 
members were asked to give their understanding of the 
problems that had brought them into treatment. As the 
second task, they were directed and encouraged to dis- 
cuss among themselves the problems they had identi- 
fied. Two of us (P.G.M. and S.V.S.) independently 
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TABLE 1. Differences on the Beavers-Timberlawn Family Evalua- 
tion Scale Between 30 Incest Families and 30 Nonincest Families 


Mann-Whitney U Test* 





Variable U p 
Family power structure 
Power 363.5 n.s. 
Coalitions 301.0 <0.95 
Closeness 237.5 <0,01 
Family mythology? 72.0 <0.001 
Family negotiation 133.5 <0.001 
Family autonomy 
Clarity 140.5 <0.001 
Responsibility 76.5 <0.001 
Invasiveness 202.5 <0.001 
Permeability 87.0 <0.001 
Family affect 
Expressiveness 129.0 <0.001 
Mood 293.0 <0.05 
Conflict 84.0 <0.001 
Empathy 101.0 <0.001 





*Two-tailed p. 
ÞN=59. 


rated 15—20-minute segments of the family interviews 
using the Beavers-Timberlawn Family Evaluation Scale 
(7), which assesses family functioning on a continuum 
of competence. The readily identifiable nature ot child 
sexual abuse precluded blind ratings of the interviews 
with the incest families. Therefore, whether a amily 
belonged to the incest or nonincest group was known 
to the raters. 

Interrater agreement on the scale’s 13 interactional 
variables and on the global family health/pathology 
assessment was determined by means of the Spear- 
man rank-order correlation. The Spearman correla- 
tions on the 13 variables ranged “rom 0.43 to 0.83, 
and the health/pathology asszssments correlated at 
0.94. Each of the correlations was significant at 
p<0.001 (one-tailed). 

The Mann-Whitney U test was used to ascertain dif- 
ferences between the mean scores of tze incest and 
nonincest families. Discriminant analysis was used to 
determine if all 13 variables on the family evaluation 
scale distinguished between the two groups of families. 


RESULTS 
Family Interaction 


As shown in table 1, there were significant differ- 
ences between the incest and nonincest families on 12 
of the 13 family interaction vaziables. Ratings of these 
interaction patterns on the Beavers-Timberlawn Fam- 
ily Evaluation Scale placed mest of the :acest families 
in the “severely dysfunctional” range. Family function- 
ing in the majority of the nonincest families fell within 
the “mild to moderately dysfunctional” range. 

With regard to the overt power structure within the 
family, more of the parents in the incest families were 
rated as exhibiting dominance-submission patterns, 
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but the difference was not significant. Parental coali- 
tions, which are a measure of power but promote 
healthy family functioning, were rated as weaker and 
less effective in incest families. A few rigid, destructive 
parent-child coalitions were found in both groups. 
Most of the incest families were rated as having indis- 
tinct boundaries between individuals, while the bound- 
aries in the nonincest group showed flexibility in al- 
lowing for appropriate closeness and distance among 
family members. 

“Mythology” refers to the family members’ shared 
belief of how they function as a group. It is a measure 
of the degree of congruence between the family’s belief 
and the actual behavio-s observed by the raters. Mem- 
bers of the incest families were perceived as having 
incongruous beliefs about themselves and their fami- 
lies. Members of nonincest families were found to be 
more objective in their beliefs about family function- 
ing, and they essentially saw themselves as they were 
seen by the raters. 

“Negotiation” measures the family’s ability to con- 
structively solve problems. The incest families were ex- 
tremely inefficient in their negotiations and differed 
significantly from the nonincest families, who had mild 
to moderate difficulties in problem solving. 

The two groups of families were seen as quite dif- 
ferent with regard to the variables affecting the de- 
velopment of family members’ autonomy: “clarity,” 
“responsibility,” “invasiveness,” and “permeability.” 
Members of the incest families were significantly less 
clear in their communications and self-disclosures and 
were less likely to accept responsibility for their ac- 
tions, feelings, and thoughts. There was a pervasive 
pattern of invasive statements in the incest families; 
family members were told how to act, feel, and think. 
In the nonincest families, these invasive statements did 
not reach the same frequency or intensity. In regard to 
permeability (openness to others), the incest families 
were significantly less open and responsive in their 
communications, 

The incest and nonincest families were found to dif- 
fer significantly on the four variables measuring affect: 
“expressiveness,” “mood,” “conflict,” and “empa- 
thy.” The range of feelings in the incest families was 
constricted, and the feelings were frequently masked. 
In contrast, there was a wider range of feelings in the 
nonincest families, and they frequently expressed them 
directly despite obvious discomfort. The ratings of 
mood or feeling tone for the incest group were clus- 
tered on the “cynical znd hopeless” end of the scale, 
whereas the ratings for the nonincest group were dis- 
tributed along the scale’s full range. Most of the incest 
families were rated as avoiding or obscuring conflict; 
the nonincest families showed varying degrees of abil- 
ity in dealing with unresolved conflict. There was a 
distinct absence of empathic responses in incest fami- 
lies. The nonincest families made numerous attempts 
at empathic involvement, although they had difficulty 
in maintaining such a stance. 
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Global Health and Pathology 


After the rating of a family’s interaction patterns, 
the Beavers-Timberlawn Family Evaluation Scale calls 
for the rater to make a global assessment of the family 
on a 10-point scale. The incest group was significantly 
more dysfunctional, according to the Mann-Whitney 
U Test (U=19.5, N=60, p<0.001, two-tailed). 


Discriminant Analysis 


The aggregate of variables on the Beavers-Timbez- 
lawn scale was used to predict membership for each of 
the study’s 60 families. The percent of families cor- 
rectly classified was 95%. Group membership was cor- 
rectly predicted in 29 (97%) of the incest families and 
28 (93%) of the nonincest families. 


DISCUSSION 


Our current knowledge of incest comes from a va- 
riety of perspectives and disciplines. This body of lit- 
erature has yet to be integrated into a comprehensive, 
multifactor analysis of child sexual abuse. Studies have 
primarily focused on the incest victim, the perpetrato-, 
and the family. To our knowledge, there have been no 
systematic studies to clarify the multiple clinical im- 
pressions of incest family interactions. Therefore, we 
attempted to quantitatively assess observable interac- 
tions in incest families. The incest families were found 
to be severely dysfunctional in their patterns of inter- 
action. This finding supports much of the incest liter- 
ature, but our findings do not support the long-held 
clinical impression that the dominance-submission 
power structure is a key pattern in incest families (3— 
5). 
This study has several limitations. First, the two 
groups were not closely matched. Although referred 
and encouraged to seek treatment by outside agencies, 
most of the nonincest families entered treatment voi- 
untarily. All of the incest families were legally required 
to be evaluated. Therefore, as a comparison group, the 
nonincest families with children who had clinical con- 
ditions were less than optimal, but they provided a 
better comparison than would have “normal” families. 

Second, incestevaluation ethically and legally neces- 
sitates the involvement of social service agencies and 
the legal system. We could not determine how family 
interaction patterns were specifically affected by out- 
side interventions, but it was our clinical impression 
that the behaviors observed were entrenched and au- 
tomatic and persisted despite the outside interventions 
and the families’ knowledge that they were being vid- 
eotaped, These apparently ingrained behaviors suggest 
chronic interactional patterns, as opposed to acute be- 
havioral changes. 

Third, the incest families’ discussions of incest and 
related matters precluded a blind study. 

Despite these limitations, we believe our study adds 
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to the understanding of how incest behavior is toler- 
ated, supported, and maintained within the family. A 
striking finding was the extent of distortion and incon- 
gruence in the belief systems of the incest families. This 
distorted perception of family functioning appeared to 
take precedence over and necessitate denial of individ- 
ual family members’ actual feelings, emotional avail- 
ability, and ability to resolve conflict. These distorted 
views also seemed to impair family functions that pro- 
mote healthy individual maturation and autonomy. 
The perceptions of individual family members were 
frequently not validated and, if spoken, were ridiculed, 
rejected, or ignored. 

These deficits in family functioning are consistent 
with findings and clinical observations on the long- 
term impact of sexual abuse on the victim (2, 5, 12, 
13). The victim is forced to adopt the distorted family 
belief system at the expense of validating his or her 
own experiences and perceptions, and the acceptance 
of this distorted belief system apparently leads to in- 
dividual maladaptive defenses, including dissociative 
states, denial, cognitive dissonance, distortion of real- 
ity and of self, low self-esteem, anxiety, and depres- 
sion. This severely dysfunctional family system also 
helps explain the difficulty and delay in disclosure. 

The literature (3-5) has supported the clinical no- 
tion that a parental relationship characterized by dom- 
inance and submission has been a major factor in in- 
cest. In our study, this factor did not distinguish 
between incest and nonincest families. Instead, in rat- 
ing the family power structures, we observed overt de- 
structive coalitions between the parents in incest fam- 
ilies, which allowed and tolerated the sexual abuse of 
the child. This also supports one arm of Finkelhor’s 
current theory that there are four preconditions for 
perpetration of child sexual abuse (12) in that, given 
the existence of sexual arousal in the presence of a 
child, the family power structure, specifically the coa- 
lition between parents, does not limit or inhibit the full 
expression of those impulses. 

These dysfunctional coalitions support the incestu- 
ous relationship, which epitomizes the extreme deficits 
in the parental dyad and in the regulation of closeness, 
or boundaries, between incestuous family members. 
To the casual observer this inappropriate interaction 
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between parent and child may appear to indicate close- 
ness, but to us, given our detailed observation of emo- 
tional neglect, this only underscores the miserable pre- 
dicament of the incest victim in a dysfunctional family, 
in which the nonabusing parent is not available and 
the abusing parent is available only in an inappropriate 
and destructive manner. Although the scale did not 
specifically rate inappropriate sexualized attention be- 
tween parent and child, our clinical observations in 
this area support the recent research (14) calling atten- 
tion to this level and style of interaction within incest 
families. 
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Dissociation and Childhood Trauma 
in Psychologically Disturbed Adolescents 


Barbara Sanders, Ph.D., and Marina H. Giolas, M.A. 


Objective: To test the hypothesis that dissociation in adolescence is positively correlated 
with stress or abuse experienced earlier, the authors assessed dissociation in a heterogeneous 
group of disturbed adolescents and examined the relationship between the degree of disso- 
ciation and the degree of reported childhood stress, abuse, or trauma. Method: The subjects 
were 47 adclescents, 13—17 years old, who were institutionalized for periods of 1-13 weeks 
in a private mental hospital; 35 were girls and 12 were boys. Participants completed the 
Dissociative Experiences Scale and a child abuse and trauma questionnaire. The hospital 
records of 40 of the 47 adolescents were also available. Results: Scores on the Dissociative 
Experiences Scale correlated significantly with self-reported physical abuse or punishment, 
sexual abuse, psychological abuse, neglect, and negative home atmosphere but not with 
abuse ratings made from hospital records. Conclusions: Together with the authors’ previous 
work showing a relation between childhood stress and later dissociation in normal college 
students, these findings support the view that dissociation represents a reaction to early 
negative exterience and places multiple personality disorder at the extreme end of a contin- 
uum of dissociative sequelae of childhood trauma. Researchers should continue to try to 
identify psychiatric patients with prominent dissociative characteristics or symptoms and 


attempt to correlate this phenomenology with negative earlier experiences. 


(Am J Psychiatry 1991; 148:50-54) 


D issociation, recognized in current psychiatry as a 
syndrome, is also appropriately seen as a symp- 
tom cutting across syndrome boundaries. Disorders 
defined by dissociative phenomena are classified in 
DSM-III as dissociative disorders, a category in which 
multiple personality disorder is probably the most 
striking example. It is known, however, that dissocia- 
tive symptoms may be present in other diagnostic cat- 
egories as well—amonz patients with eating disorders 
(1) or those suffering from posttraumatic stress disor- 
der (PTSD) (2), for exemple. Frequent dissociative ex- 
periences are also far from unknown among normal 
college students (3). 

Dissociative disorders are believed to develop, in 
part, in reaction to severe trauma. The well-docu- 
mented association be-ween multiple personality dis- 
order and child abuse 4-6) supports this view. Much 
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less is known about the role of stressful early experi- 
ences in dissociative disorders other than multiple per- 
sonality disorder or about the relation between trauma 
and dissociation in other diagnostic categories (with 
the notable exception of PTSD). We recently found 
that dissociation in college students is positively cor- 
related with stressful or abusive earlier experiences (3). 
This finding led us to expect that a relation between 
dissociation and trauma should exist across various 
clinical diagnostic groups. This is particularly true if 
one views multiple personality disorder as the extreme 
end of a dissociation continuum extending into the 
normal population (7, 8). To test our hypothesis, we 
assessed dissociation in a heterogeneous group of dis- 
turbed adolescents and examined the relationship be- 
tween the degree of dissociation in these individuals 
and the degree of reported childhood stress, abuse, or 
trauma. 


METHOD 


The subjects were 47 adolescents, 13—17 years old, 
who were institutionalized for periods of 1-13 weeks 
in a private mental hospital; 35 were girls and 12 were 
boys. The adolescents were recruited and surveyed at 
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the time of their admission to the hospital. Three ad- 
ditional patients, two girls and one boy, who agreed to 
participate in the study were not included because they 
either failed to finish one of the two experimental in- 
ventories or did not follow instructions in doing so. 

All subjects were informed in advance that the study 
concerned particular types of life experiences and that 
they would be asked about the frequency of these ex- 
periences and about their home environment while 
growing up. They were assured that their answers to 
these questions would be confidential within the limits 
of the laws of the state. Written consent was obtained 
from each subject and from a parent or guardian be- 
fore the subject’s participation. 

Participants were asked to complete the Dissociative 
Experiences Scale and a child abuse and trauma ques- 
tionnaire. The Dissociative Experiences Scale, which 
measures the frequency of various types of dissociative 
experiences, is internally consistent, has high test-retest 
reliability (0.84 after 4—8 weeks), and has been shown 
to discriminate patients with multiple personality dis- 
order from patients in several nondissociative clinical 
groups as well as from normal subjects (7). The subject 
responds by marking a line for each item to indicate 
how often (between 0% and 100% of the time) the 
particular type of event was experienced; the inventory 
is scored by measuring the length of the line to the 
mark in millimeters for each item and computing the 
mean across all 28 items. We omitted item 1 from the 
questionnaire because it concerns dissociation while 
driving and many of our subjects were too young to 
drive. Otherwise, the inventory was administered and 
scored in standard fashion. 

The child abuse and trauma questionnaire elicits 
perceptions of negative treatment by parents (or prin- 
cipal caretakers) and negative home atmosphere by 
having the respondent indicate on a 5-point scale how 
frequently particular events or situations occurred dur- 
ing his or her childhood and adolescence. The response 
categories are 4=always, 3=very often, 2=sometimes, 
1=rarely, and 0=never. The 37 questions cover five 
general areas of child abuse and trauma: physical 
abuse or punishment, psychological abuse, sexual 
abuse, neglect, and negative home atmosphere. Sample 
questions from each of the five areas are presented 
in appendix 1. In addition to these five scales, the 
child abuse and trauma questionnaire contains two 
questions about the parents’ childhood history of 
physical and sexual abuse, and one omnibus question, 
“Was your childhood stressful?” which were analyzed 
separately. 

For most of the child abuse and trauma question- 
naire items a higher response indicates a more negative 
home environment. Five of the items, however, are 
deliberately worded so that a higher response category 
indicates a more positive environment, and these items 
are reverse-scored. A subject’s score in each of the five 
scales is the mean of the response values for the items 
in thaz scale. The total child abuse and trauma ques- 
tionnaire score is the mean of the five scale scores. 
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We had access to the hospital records of 40 cf our 
subjects. The remaining seven, surveyed early in the 
project, could not be identified from their experimental 
materials because of a coding problem that was recti- 
fied as data collection proceeded. The patient records, 
including the psychotherapists’ notes and summaries 
of family background and social history, were used to 
reach an independent assessment of the extent of abuse 
or trauma experienced by each subject. Ratings were 
made by one of us (M.H.G.), who was blind with re- 
spect to the child abuse and trauma questionnaire and 
Dissociative Experiences Scale scores when making the 
judgments. Each subject was given an ovezall rating of 
0—4 indicating the degree of physical abuse, psycho- 
logical abuse, sexual abuse, neglect, and negative home 
atmosphere. A second rating, concerned specifically 
with sexual abuse, was also made for each subject. 
This rating was made on a 3-point scale (finer discrim- 
inations were not meaningful) on which 0=no men- 
tion of sexual abuse, 1=sexual abuse present, and 
2=chronic or extremely severe sexual abuse. To estab- 
lish the reliability of these ratings, a trained research 
assistant also rated overall abuse and sexual abuse for 
38 of the subjects. Interrater agreement far the overall 
abuse rating was 79%; seven of the eight disagree- 
ments involved adjacent categories (kappa=0.72). In- 
terrater agreement for sexual abuse ratings was 100% 
(kappa=1.00). 

The hospital charts were also corsulted for the sub- 
ject’s clinical diagnosis; the primary DSM-III-R diag- 
nosis at time of discharge was recorded. 


RESULTS 


One subject did not answer any of the items on the 
child abuse and trauma questionnaire sexual abuse 
scale and was therefore not included in analyses in- 
volving this scale. The tctal child abuse and trauma 
questionnaire score for this subject was considered to 
be the mean of the four other child abuse and trauma 
questionnaire scale scores. 

The Guttman split-half reliability of the child abuse 
and trauma questionnaire was 0.86. Scores on the five 
scales were positively intercorrelated and, with one ex- 
ception (a correlation of 0.19, p=0.10, between the 
punishment and sexual abuse scales), all intercorrela- 
tions were statistically significant. There were no sex 
differences on any of the child abuse and trauma ques- 
tionnaire scales. 

Responses to the single global question, “Was your 
childhood stressful?” correlated significantly with all 
five child abuse and trauma questionnaire scale scores 
and correlated at 0.88 with the overall child abuse and 
trauma questionnaire score. 

The frequency of physical and sexual abuse experi- 
enced by the parents, as reported by the adolescent 
subjects, correlated significantly with the child abuse 
and trauma questionnaire psychological zbuse, sexual 
abuse, and negative home atmosphere scale scores and 


51 


DISSOCIATION AND TRAUMA IN ADOLESCENTS 


with the overall child abuse and trauma questionnaire 
score. In all cases, the greater the abuse the parents had 
experienced, the more negative the environment they 
provided for their children. This finding provides ad- 
ditional evidence for the transgenerational nature of 
abuse. 

The distribution of Dissociative Experiences Scale 
scores was positively skewed: the mean+SD score was 
19.2+15.0, the medizn was 14.6, and the range was 
0.44 to 61.9. The scores of the boys did not differ 
significantly from these of the girls. 

Scores on the Disscciative Experiences Scale corre- 
lated positively and significantly with scores on each of 
the five child abuse and trauma questionnaire scales. 
Correlations ranged from 0.26 for sexual abuse to 
0.50 for negative home atmosphere. The correlation 
between the Dissociative Experiences Scale scores and 
the total child abuse and trauma questionnaire scores 
was 0.44 (df=45, p<0.001); the correlation between 
the Dissociative Experiences Scale scores and the single 
question, “Was your childhood stressful?” was 0.31 
(df=45, p=0.02). 

Correlational analyses between the hospital chart 
ratings and the scores on the five child abuse and 
trauma questionnaire scales showed that the ratings of 
overall abuse or trauma based on the charts correlated 
with the sexual abuse scale scores of the child abuse 
and trauma questionnaire (r=0.38, df=37, p<0.01) 
and with responses to the child abuse and trauma 
Gita ara questicn, “Was your childhood stress- 
ul?” (r=0.33, df=38, p=0.02). The correlation be- 
tween the abuse or trauma rating based on the charts 
and the total child abuse and trauma questionnaire 
scores, however, did not quite reach statistical signifi- 
cance (r=0.24, df=38, p=0.06). Ratings of sexual 
abuse based on the hospital charts were significantly 
correlated with the sexual abuse scale scores of the 
child abuse and trauma questionnaire (r=0.50, df=37, 
p<0.001). 

In contrast to the positive findings obtained with the 
child abuse and trauma questionnaire scales, correla- 
tions between the chart ratings of the environment and 
the Dissociative Experiences Scale scores were statisti- 
cally nonsignificant and negative: for overall abuse or 
trauma, r=—0.16, df=38, p=0.17; for sexual abuse, 

=—0.21, df=38, p=9.10). 

The DSM-III-R diagnoses of the 40 subjects for 
whom this information was available were mood dis- 
order (depression or dysthymia), N=12; conduct dis- 
order, N=10; adjustment disorder, N=5; PTSD, 
N=2; schizophreniform disorder, N=2; attention def- 
icit disorder, N=1; eating disorder, N=1; opposi- 
tional disorder, N= 1; substance abuse disorder, N=1; 
impulse control disorder, N=1; parent-child problem, 
N=1; personality disorder, N=1; and diagnosis un- 
certain, N=2. Although the numbers of subjects with 
each diagnosis are toc small to allow systematic com- 
parisons of Dissociative Experiences Scale scores 
among diagnostic categories, it is noteworthy that pa- 
tients with high Disscciative Experiences Scale scores 
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were dispersed across these various diagnostic groups. 
For example, the diagnoses of the nine individuals with 
the highest Dissociative Experiences Scale scores 
(greater than 30) were mood disorder (N=2), atten- 
tion deficit disorder (N=1), eating disorder (N=1), 
conduct disorder (N=2), personality disorder (N=1), 
adjustment disorder (N=1), and substance abuse dis- 
order (N=1). 


DISCUSSION 


The principal finding of this study is that the child 
abuse and trauma questionnaire, our self-report inven- 
tory of child abuse and trauma, correlated significantly 
with the frequency and extent of dissociative experi- 
ences as indexed by the Dissociative Experiences Scale. 
The degree of dissociation in this group of adolescents 
was related to their scores on all five of the child abuse 
and trauma questionnaire scales: physical abuse or 
punishment, sexual abuse, psychological abuse, ne- 
glect, and negative home atmosphere. Although these 
correlations were all statistically reliable, most were of 
modest magnitude. The correlation of 0.44 between 
the overall child abuse and trauma questionnaire 
scores and the Dissociative Experiences Scale scores 
reflects a shared variance of approximately 19%. 

The extent of dissociation in the adolescent patients 
can be appreciated by comparing their Dissociative Ex- 
periences Scale scores with those of the college stu- 
dents in our earlier investigation (3) and with clinical 
groups surveyed by Bernstein and Putnam (7). The ad- 
olescents in the present study scored slightly higher 
than the college students, who had a median score of 
11.2 (N=309). Although the shape of the frequency 
distribution was essentially the same in the two groups 
and the range of scores was comparable, there were 
proportionally more high scores among the adoles- 
cents in the current study. For example, 11 (23%) of 
our 47 adolescent patients had Dissociative Experi- 
ences Scale scores above 31.2, the median for patients 
with PTSD in Bernstein and Putnam’s study, but only 
8% of the college students in our earlier study had 
scores this high. The median Dissociative Experiences 
Scale score achieved by Bernstein and Putnam’s pa- 
tients with multiple personality disorder was 57, a 
value at the outside edge of the distribution in both of 
our studies: just one of the 646 college students in our 
earlier study exceeded this score (with a score of 62.3), 
and one disturbed adolescent in the current study did 
so (with a score of 61.9). In evaluating the degree of 
dissociation in these study groups, it should be noted 
that dissociative experiences decline during adoles- 
cence and may not have precisely the same meaning in 
adolescents as they do in adults (7, 9). 

The variability of Dissociative Experiences Scale 
scores is as noteworthy as their magnitude. In the 
present sample this variation was considerable and 
was not related in any obvious way to diagnosis. Vari- 
ability among diagnostic categories is attested to by the 
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fact that the nine highest-scoring patients with a 
known diagnosis were from seven different diagnostic 
categories. Variation within a diagnostic group, al- 
though more difficult to document in our data because 
of the small numbers of patients with each diagnosis, 
was nonetheless evident in the two diagnostic groups 
with at least 10 patients: mood disorder and conduct 
disorder. Both had sizable ranges (5-60 for mood dis- 
order, 1-52 for conduct disorder) and large standard 
deviations. 

The suggestion that DSM-III diagnostic groups may 
be heterogeneous in dissociation is supported by Ross 
and Anderson’s observations of phenomenological 
variation in obsessive-compulsive disorder in adults 
(10). These investigators found that during Amytal in- 
terviews conducted with three obsessive-compulsive 
disorder patients, two patients entered a dissociative 
state in which a separate-personality-like entity was 
revealed who claimed responsibility for the patient’s 
obsessions and compulsions. The third obsessive-com- 
pulsive patient did not dissociate during the interview. 
The Dissociative Experiences Scale clearly distin- 
guished the nondissociative obsessive-compulsive pa- 
tient (her Dissociative Experiences Scale score was 5.2) 
from the other two, each of whom had Dissociative 
Experiences Scale scores of approximately 30. These 
researchers suggested that patients with dissociative 
obsessive-compulsive disorder may be a psychologi- 
cally and biologically distinct subgroup on a contin- 
uum with patients with multiple personality disorder. 
It is possible that other diagnostic categories also con- 
tain distinct subgroups whose members share promi- 
nent dissociative characteristics. 

Although the Dissociative Experiences Scale scores 
were positively correlated with the child abuse and 
trauma questionnaire scores in our study, they were 
not related to abuse ratings based on hospital records. 
There are several possible explanations for this. Since 
the adolescents were hospitalized for relatively brief 
periods of time, the records were based on limited in- 
formation and may have been less accurate than the 
child abuse and trauma questionnaire inventory. Also, 
patients may have felt freer to respond truthfully in a 
research project than to a therapist or hospital author- 
ity figure, again suggesting that the child abuse and 
trauma questionnaire may give a more accurate reflec- 
tion of trauma or abuse. It may also be important that 
the child abuse and trauma questionnaire assesses the 
adolescent’s own view of the stressfulness of his or her 
home life (e.g., “Did you feel safe living at home?”) 
and includes some fairly everyday types of events (e.g., 
“Were your parents unwilling to attend any of your 
school-related activities?”’), whereas the chart records 
highlight more dramatic incidents with no direct meas- 
ure of their impact on the patient. Any or all of these 
variables may be responsible. There is another quite 
different possibility: perhaps it is those negative home 
experiences which have not become part of the ado- 
lescent’s routinely given family history that are criti- 
cally related to dissociative phenomena. In other 
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words, perhaps it is the stress generated by events not 
talked about, or at least not talked about early in treat- 
ment, that triggers dissociation. Whate7er the reason 
or reasons for the difference, the fact thaz positive find- 
ings were obtained with the child abuse and trauma 
questionnaire and not with the routinely kept hospital 
records suggests that clinicians intereszed in family 
background information whick: might bz indicative of 
dissociation consider the early use of a structured self- 
report measure such as che child abuse and trauma 
questionnaire to index atuse and trauma. 

Our work so far has established a relationship be- 
tween degree of dissociation and degree of childhood 
stress in this mixed psychiatric sample and in normal 
college students. These fir.dings place the phenomenon 
of multiple personality disorder, with its origins in 
early overwhelming physical, sexual, ar= psychologi- 
cal abuse, at the extreme end of a continuum of dis- 
sociative sequelae of childhood stress. Not since 
Freud’s earliest proclamations about the origin of hys- 
teria have traumatic childhood experiences been re- 
garded as having such specific corsequences for psy- 
chological development. In order to establish the 
specificity of the relation between abuse and dissocia- 
tion, researchers should continue to try to identify psy- 
chiatric patients with prominent dissociative charac- 
teristics or symptoms and attempt to correlate this 
phenomenology with negative earlier experiences. In 
adolescents, the diagnostic categories of mood disor- 
der and conduct disorder may be particclarly interest- 
ing ones in which to conduct such inves-igations. The 
considerable variability in dissociation that we ob- 
served in these latter two diagnostic groups, coupled 
with the fact that victims of child ab=se frequently 
meet diagnostic criteria for these categ>zies (11), en- 
courages our expectation that these diagnostic catego- 
ries may contain subgroups of patients with high levels 
of dissociative experiences and childhocd histories of 
physical and psychological traumaza. 
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APPENDIX 1. Sample Items From the Child Abuse and Trauma 
Questionnaire Scales 


Physical abuse and punishment: 
When you didn’t follow the rules of the house, how often 
were you severely punished? 
Were you physically mistreated as a child or teenager? 
Psychological abuse: 
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Did your parents ridicule you? 

Did your parents ever verbally lash out at you when you 
did not expect it? 

Sexual abuse: 

Were there traumatic or upsetting sexual experiences 
when you were a child or teenager that you couldr’t 
speak to adults about? 

Did you ever have reason to fear alcohol-influenced sexual 
mistreatment from either of your parents? 

Neglect: 

As a child did you feel unwanted or emotionally neglected? 

As a child did you have to take care of yourself before you 
were old enough? 

Negative home atmosphere: 

Did your parents verbally abuse each other? 

Did you ever think you wanted to leave your family and 
live with another family? 
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Psychiatric Morbidity in Adult Inpatients 


With Childhood. Histories of Sexual and Physical Abuse 


George R. Brown, M.D., and Bradley Anderson, M.D. 


Objective: To extend the knowledge on long-term effects of childhood abuse in psychiatric 
patients to a large sample, the authors explored childhood sexual and physical abuse in adult 
inpatients over 1,040 consecutive admissions. Method: The 947 patients were admitted to a 
tertiary-care military medical center. Each patient was interviewed, and abuse history, DSM- 
IlI-R diagnosis, and other characteristics were recorded. Results: The prevalence of reporzed 
childhood abuse was 18% overall: 9% for sexual abuse (with or without physical abuse), 
10% for physical abuse (with or without sexual abuse), and 3% for combined abuse. More 
female than male patients reported abuse. Alcohol use disorders were more common in 
victims of physical or combined abuse than in sexually abused or nonabused patients. Axis 
II diagnoses, particularly borderline personality disorder, were more frequent in abuse vic- 
tims than in nonabused patients. Histories of drug and alcohol abuse were more common in 
patients reporting physical or combined abuse than in nonabused patients. Suicidality was 
also more frequent in abused than nonabused inpatients and was noted in 79% of the 
patients with histories of combined abuse. Combined abuse in women and physical abise 
in men were associated with a family history of psychiatric illness, most commonly alzo- 
holism in male relatives. Conclusions: These findings emphasize the need for greater atten- 
tion to family dynamics, aggressive diagnosis and treatment of alcoholism within the family, 
and, especially, determination of patients’ abuse histories, even if repeated questioning is 


necessary. 
(Am J Psychiatry 1991; 148:55~61) 


M ental health professionals are becoming more 
aware of the possibility of sexual and physical 
abuse in the histories of patients requesting treatment 
in a variety of clinical settings (1-3). This awareness is 
based on a burgeoning, largely descriptive literature on 
child abuse and its potential sequelae and on increased 
media attention to incest, rape, battering, and domes- 
tic viclence. However, in the last decade, few studies 
have examined the childhood abuse histories of gen- 
eral adult psychiatric inpatients. Jacobson and Rich- 
ardson (4) conducted one of the few studies with a 
contemporaneous interview design. Of their 100 psy- 
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chiatric inpatients, 57% reporzed that tney had been 
victims of either sexual or physical abuse before ad- 
mission. Carmen et al. (5, 6) investigated the abuse 
experiences of 188 psychiatric inpatients using retro- 
spective chart review techniques, and they found that 
43% reported histories of abuse. With the exception of 
these studies, most examinations of adult psychiatric 
inpatients have focused on the childhood abuse of fe- 
male patients only (7—10), a limitation that is unfor- 
tunate given the growing recagnition that males are 
sexually abused far morz frequently than was once 
believed (11). 

Several studies have examined specialized psychiat- 
ric inpatient samples, e.g., male alcoholic patients in a 
Veterans Administration hospital (12, 13) and opiate 
addicts in the inner city (14). Studies of the long-term 
effects of childhood sexual abuse on adult outpatients 
have been reviewed elsewhere (1, 15). 

In spite of the plethora of descriptive papers regard- 
ing the putative long-term effects of childhood sexual 
and physical abuse on adult psychological functioning, 
the study of such sequelae is in its infancy. Few studies 
have involved large samoles, and many did not use 
valid comparison groups, making their results impos- 
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sible to interpret. To our knowledge, no studies have 
compared DSM-III-R psychiatric diagnoses in a large 
sample of abused and nonabused general adult psychi- 
atric inpatients. 

Methodological problems notwithstanding, clini- 
cians recognize that abused individuals seeking treat- 
ment may display characteristic symptoms that need 
to be addressed in any successful psychotherapeutic 
intervention. For example, many exhibit chronic self- 
destructive behavior, poor self-esteem, anxiety, feel- 
ings of isolation, sexual maladjustment, and interper- 
sonal dysfunction (15, 16). Other investigators (4, 5, 
8) have called for routine inquiry into patients’ histo- 
ries of physical and sexual abuse to address how wide- 
spread these clinical findings are and to fill the large 
gaps in empirical knowledge. 

Our study answers the call for routine inquiry. We 
report on what we believe to be the largest group of 
consecutively admitted, adult psychiatric inpatients to 
be routinely interviewed: for childhood histories of 
physical and sexual abuse (1,019 admissions). DSM- 
ITI-R psychiatric diagnoses, drug and alcohol use pat- 
terns, suicidality, family history data, length of stay, 


and demographic characteristics of adult inpatients. 


with self-reported histories of abuse were compared to 
corresponding data fer nonabused inpatients from the 
same treatment unit. Associations between specific di- 
agnoses and a history of abuse have been suggested in 
previous studies of small groups of inpatients (3, 17, 
18). We addressed these associations but used a much 
larger patient sample. 


METHOD 
Sample 


Wilford Hall Medical Center is the U.S. Air Force’s 
largest tertiary-care medical center. Active-duty and 
retired military members from all branches of the 
armed services and their dependents are entitled to 
care. Patients consecutively admitted to one of two 
identical 30-bed psychiatric wards were each routinely 
queried during one or more interviews regarding his- 
tory of physical and sexual abuse, and these data were 
entered into a prospectively maintained data base 
along with demographic variables, admission and dis- 
charge diagnoses, past and family psychiatric histories, 
medications, treatment outcome, and disposition (19). 
This study used no retrospective chart review data. We 
logged 1,040 consecutive admissions between Sept. 1, 
1987, and Oct. 1, 1989; 21 records (2%) were incom- 
plete and were excluded from analyses, yielding 1,019 
records on 947 different patients. A low rate of read- 
mission is characteristic of this medical center: 63 pa- 
tients were admitted twice during this 25-month pe- 
riod, eight patients were admitted three times, and one 
patient was admitted four times. The mean length of 
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stay in this unit was 13 days, and no patient stayed 
longer than 95 days. 

Because patients frequently responded differently to 
abuse questions at different admissions, multiple ad- 
missions were treated as separate patients; unless oth- 
erwise specified, all numbers and percentages involving 
patients refer to admissions (1,019). 

In our sample, 66% of the admitted patients were on 
active duty at the time of evaluation (N=673), and 
34% were civilians (N=346); 18% (N=188) were ad- 
mitted during basic military training at Lackland Air 
Force Base. Because the latter group represents a 
highly specific subpopulation, even in the military set- 
ting, duplicate analyses were performed. All branches 
of the armed services were represented. 

Over half of the subjects were men (59%, N=601). 
Seventy-two percent were white (N=734), 14% were 
black (N=141), 8% were Hispanic (N=85), and 6% 
were Asian (N=59). The average age of the sample 
was 30 years (median=25 years, range=17—90). The 
proportions of married and single patients were equal 
(45%, N=459); 7% were divorced (N=71), and 3% 
were widowed (N=31). 

The majority of the patients were employed, attend- 
ing college, and/or receiving retirement benefits. A mi- 
nority were considered to have low socioeconomic 
standing, and less than 1% were classified as homeless 
and mentally ill. 


Procedure 


Each patient was evaluated by at least one of two 
Board-certified psychiatrists on the faculty of the Wil- 
ford Hall Medical Center psychiatry residency training 
program, The interrater diagnostic differences for pri- 
mary axis I diagnoses were found to be negligible (less 
than 5%) for 40 paired, blind assessments of the'same 
inpatients. Each patient was also interviewed by one or 
more psychiatric residents. All information revealed to 
interviewers at any time during the hospital stay was 
used for analysis. 

The definition of sexual abuse used in this study was 
as follows: any self-reported sexual contact—ranging 
from fondling to sexual intercourse—experienced by a 
patient on or before age 18 and initiated by someone 5 
or more years senior or by a family member at least 2 
years senior. This definition includes exploitative sex-- 
ual contact with minor children between 16 and 18 
years of age and incestuous contact between siblings of 
different developmental ages (16, 20). Furthermore, it 
encompasses the U.S. National Center on Child Abuse 
and Neglect’s definition of child sexual abuse (any act 
perpetrated on a child by a significantly older person 
with the intent to stimulate the child sexually and to 
satisfy the aggressor’s sexual impulses) (21). 

Physical abuse was defined as any self-reported as- 
sault on or before age 18 that was perpetrated by an 
assailant 5 or more years senior or an assault’ by a 
family member at leas“2 years senior that was not 
interpreted by the patient as an intrafamilial fight, e.g., 
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sibling rivalry. Fights between peers were excluded, as 
was verbal or psychological abuse in the absence of 
physical contact. A suspected history of abuse not ad- 
mitted by the patient was not recorded as an abuse 
case. 

Histories of sexual and physical abuse were elicited 
by means of sensitive, broad questions, such as,“Be- 
fore you were 18 years old, did anyone touch you or 
engage you in a sexual way without your permission?” 
An affirmative or ambivalent response was followed by 
a more detailed series of questions to obtain specific 
recollections of events and the perpetrators, if known. 
For example, “I realize this may be difficult for you to 
talk about, but could you tell me who it was? What 
exactly happened to you? How old were you at the 
time? Were any other adults involved, or did they 
know about the incident?” Physical abuse histories 
were elicited with the question “While you were grow- 
ing up, before age 18, were you disciplined by anyone 
in a way that you considered excessive?” Histories of 
physical abuse without the pretense of discipline were 
also sought. All abuse experiences that occurred after 
the age of 18 were excluded. Because of the need for 
confidentiality and our concern for the safety of the 
patients, no corroborating evidence was sought for any 
self-reported case of abuse. 

Chi-square analyses with Yates’ correction, 2X2 or 
2X3, were performed to compare patients in each 
abuse category (physical, sexual, or combined) with 
the remainder of the inpatient group, who served as a 
comparison group. To limit type I error, a significance 
level of p<0.01 was uniformly applied. 


RESULTS 


Of the 947 patients interviewed, 166 (18%) re- 
ported histories of abuse. Sexual abuse (with or with- 
out physical abuse) was reported by 86 patients (9%), 
physical abuse (with or without sexual abuse) was re- 
ported by 94 patients (10%), and combined abuse was 
reported by 28 patients (3%). Physical abuse alone 
was reported by 70 patients (7%), 41 (59%) of whom 
were male, Sexual abuse alone was reported by 68 
patients (7%), 20 (29%) of whom were male. 

More women than men reported sexual abuse (71 
versus 25; x’=48.8, df= 1, p<0.0001) and physical 
abuse (52 versus 46; x” =6.9, df=1, p=0.008). Of the 
28 patients who reported combined abuse, 23 (82%) 
were women and five were men (y*=38.3, df=1, 
p<0.0001). Physical abuse was significantly more 
common among the 71 sexually abused women than 
among other female inpatients (32% versus 8%; x7= 
30.7, df=1, p<0.0001). In contrast, physical aie 
was not significantly more common among the 25 sex- 
. ually abused men than among other male inpatients 
(24% versus 7%) (x?=4.0, df=1, p=0.05). 

DSM-III-R psychiatric diagnoses for patients in 
each abuse category are listed in table 1. In addition to 
current diagnoses of alcohol use disorders, the patients 
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with physical abuse histories also had a higher preva- 
lence of past alcohol use disorders (N=49) than pa- 
tients who had not been physically abused (50% ver- 
sus 32%; x?=13.0, df=1, p=0.0003). They also had a 
higher prev Sie of illicit drug use during their life- 
times (38% versus 24%: x7=9.5, df=1, p=0.002). 
This relationship was not uena for patients who 
had been sexually abused. The difference in past his- 
tory of alcohol use disorders between the combined 
abuse group and the nonabused | group approached sig- 
nificance (54% versus 38%; x*=6.6, df=2, p=0.04). 
The prevalence of lifetime ‘illicit drug use increased 
with increasing levels of reported abuse: 23% of the 
nonabused group (N=200), 30% of those reporting 
either type of abuse (N=41), and 46% of those who 
reported combined abuse (N=13) (x?=9.6, df=2, 
p=0.008). When the female abuse victims were con- 
sidered separately, the prevalence of illicit drug use 
was nearly twice as high in those who reported com- 
bined abuse (44%, N=10) than in those with either a 
ie hey or sexual abuse history alone (23%, N=18) 
=11.9, df=2, p=0.003). 

enone disorders were diagaosed significantly 
more frequently in all abuse groups than in nonabused 
patients (table 1). A significant stepwise increase in the 
proportion of patients with borderline personality dis- 
order was noted with increasing levels of reported 
abuse: 3% of nonabused patients, 13% of patients 
with either type of abuse alone, and 29% of those with 
both types of abuse (y?=57.3, df=2, p<0.0001). Bor- 
derline personality disorder accounted for 48% ofall 
axis II diagnoses in the abused patients. 

Suicidality (ideation, recent gesture, or attempt) at 
admission was examined in all groups. The proportion 
of patients who were suicidal on admission was sig- 
nificantly higher in the patients with histories of either 
physical or sexual abuse (75%, N=103) than in the 
nonabused patients (57%, N=490) (y?=18.7, df=2, 
p<0.0001). Suicidality was nored in 79% (N=22) of 
the patients with combined abuse. Male inpatients 
with sexual abuse histories were more likely to be sui- 
cidal on admission (88%, N=22) than men who did 
not report sexual abuse (57%, N=329) (x7=8.4, 
df=1, p=0.004). There was no significant association 
between homicidality (ideation, intent, or attempt) and 
any abuse category. 

Family history of major psychiatric illness was sig- 
nificantly more prevalent among abused women than 
among nonabused women. Fifty-one percent of the 
nonabused women (N=159) reported positive family 
histories, whereas 65% cf the women who had been 
either sexually or physically abused (N=50) and 78% 
of the women with combined abuse (N=18) related 
such histories (y7=10.5, df=2, p=0.005). A family 
history of major psychiatric illness was reported by 
48% of the nonabused men (N=261) but was signifi- 
cantly more common in the men with histories of phys- 
ical abuse only (89%, N=41; y?=27.4, df=1, 
p<0.0001) or combined abuse (80%, N=4; x*=26. 3 
df=2, p<0.0001). 
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TABLE 1. Diagnoses Given for 1,019 Consecutive Admissions of Psychiatric Inpatients With or Without Childhood Histories of Physical 
and/or Sexual Abuse* 


Physical Sexual Combined None 
(N=98) (N=96) (N=28) (N=853) 
DSM-III-R Diagnosis N % N % N % N % 
No diagnosis 2 2 1 1 0 0 26 3 
V codes 68 a 63 — 19 — 398 — 
Axis I diagnoses 107 — 94 — 35 — 931 — 
Adjustment disorder 29 30 28 29 6 21 272 a2 
Alcohol use disorder 27 28> 16 17 12 43° 180 21 
Other substance use disorder 15 15 11 11 5 18 55 6 
Major depression 8 8 4 4 1 4 53 6 
Dysthymia 2 2 S 5 2 7 17 2 
Bipolar disorder 7 7 3 3 2 7 55 6 
Anxiety disorder 7 7 4 4 2 7 35 4 
PTSD 2 2 3 3 1 4 9 1. 
Eating disorder 3 3 5 5 3 11 7 1 
Organic mental disorder 2 2 2 2 0 0 61 7 
Schizophrenia 1 1 1 1 0 0 86 10 
Delusional disorder 0 0 2 2 0 0 19 2 
Psychosexual disorder 1 1 4 4 0 0 10 1 
Axis II diagnoses 32 34° 34 4of 16 578 179 21 
Borderline” 13 14 18 21 8 29 26 3 
Not otherwise specified 16 17 12 14 8 29' 88 10 


“Some patients were admitted more than once; the numbers in the table refer to numbers of diagnoses. For patients with multiple admissions, 
repetitions of the same diagnosis were excluded. The physical and sexual abuse categories overlap, i.e., they contain patients who reported 
both types of abuse. The s-atistical comparisons refer to differences between the abuse groups and the group with no reported history of 


abuse. 
by2=12.9, df=1, p=0.0003. 
\7=8.7, df=2, p=0.01. 


Significantly fewer patients in each abuse category were diagnosed as having any psychotic disorder (schizophrenia, schizophreniform 
disorder, schizoaffective disorder, psychotic disorder not otherwise specified, brief reactive psychosis) (y?=17.8, df=2, p<0.0001). 


*y?=13.6, df=1, p=0.0002. 
f\2=16,8, df=1, p<0.0001. 
8231.9, df=2, p<0.0001. 


he ignificantly more frequent in all abuse categories than in the group with no abuse (y?=57.3, df=2, p<0.0001). 


y?=9.0, df=2, p=0.01. 


A complete reanalysis of the data after exclusion of 
basic trainees (N=188) yielded only minor differences 
from the data already reported. Seven percent of the 
trainees (N=14) reported physical abuse, 7% reported 
sexual abuse (N=14), and 1% reported combined 
abuse (N=1). All differences in results between the 
samples including and excluding the basic trainees 
were at statistical levels greater than p=0.05. 

Table 2 lists the relationships of the reported perpe- 
trators of abuse to their victims. Twenty-seven percent 
of all perpetrators of physical abuse were women (N= 
32), and only 7% of the sexual abusers were women 
(N=8). Between 95% ‘N=114) and 97% (N=116) of 
the physical abusers were family members (by birth or 
by law), and 56% (N=69) to 67% (N=83) of the 
sexual abusers were related to the victim (the maxi- 
mum figure. assumes all “unspecified” perpetrators 
were family members). 


DISCUSSION 
To our knowledge, the results reported here are de- 


rived from the largest sample of consecutively admit- 
ted adult inpatients to be examined systematically for 
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the presence of childhood abuse histories. The preva- 
lence of abuse reported herein (18%) was lower than 
that in other studies of inpatients (4, 5, 8). The other 
studies used highly selected samples and exclusion cri- 
teria, which may have inflated the prevalence of abuse 
by preferentially reducing the denominators. For ex- 
ample, Jacobson and Richardson (4) eliminated 58% 
of the admissions during their 2-month study and 
Bryer et al. (8) eliminated all male patients and in- 
cluded only 38% of the female patients admitted dur- 
ing their study. Because we excluded only 2% of all 
consecutive admissions over the 25-month study pe- 
riod, it is conceivable that our rate may be a more 
accurate reflection of abuse in adult inpatients. If the 
189 patients with symptoms of psychosis on admission 
were eliminated from our study, the prevalence of re- 
ported abuse would rise to 19%. 

The low rate of abuse in our sample may also be a 
function of our methods. For example, even though we 
attempted to collect abuse histories from patients with 
psychotic disorders only after they were stabilized, the 
number of affirmative responses may be spuriously 
low. Other researchers have shown that a high per- 
centage of abused patients in state hospitals who are 
observed over many months have chronic psychotic 
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TABLE 2. Perpetrators of Childhood Physical and/or Sexual Abuse 
Reported by Psychiatric Inpatients? 








Perpetrator Physical Sexual 
Relationship N59) __(N=86) 
to Victim N % N % 
Father 59 63 18 21 
Mother 29 31 3 3 
Stepfather a na 14 15 11 13 
Brother 5 5 10 12 
Sister 2 2 1 1 
Uncle 1 1? 14 13° 
Grandpzrent 2 2 2 2 
Foster parent 2 2 3 3 
Stepbrother 0 0 2 2 
Stepuncle 0 0 2 2 
Cousin 0 0 3 

Unrelated adult® 4 3b 40 33° 
Unspecified 2 2 14 11 
Multiple abusers 24 25 23 27 


“The total number of perpetrators was 120 for physical abuse and 
123 for sexual abuse. Unless otherwise specified, the numbers in the 
table refer to numbers of patients. 

Percentage of total number of specified perpetrators. 

“Teacher, stranger, babysitter, or family friend. 


disorders (7, 9). Therefore, we may not have an accu- 
rate estimate of abuse histories in these patients. 

Mer: may be less likely to reveal their childhood 
sexual assault experiences to their therapists than are 
women (4). The higher proportion of men in this study 
compared to most nonfederal general inpatient settings 
may lead to higher rates of underreporting if one as- 
sumes that males in our culture are less likely to report 
abuse {22), 

Most victims of combined abuse are women. Unlike 
the situation for males, experiencing one type of abuse 
appears to be a risk factor for the other in females. 
Data on family psychiatric history may explain this. In 
our study, many abused patients came from families 
with psychiatric illnesses, of which alcoholism ap- 
peared to be the most common. Women with histories 
of combined abuse had the highest percentage of fam- 
ilies with psychiatric disorders (78%). Male family 
members were the most frequent perpetrators of both 
physical and sexual abuse and were more often iden- 
tified as problem drinkers and alcoholics by the female 
inpatients than by the male abuse victims. Alcohol use 
disorders are frequently reported to exist in perpetra- 
tors of child abuse (4, 12, 23) and may be linked to the 
high rates of combined abuse in girls and physical 
abuse in boys, both of which were committed most 
often by fathers or stepfathers. Relative to the inci- 
dence of father-daughter incest, father-son incest is 
rare. 

Alcchol use disorders are also common in victims of 
abuse (5, 14). In our study, this was most striking for 
the subjects who reported physical abuse alone, who 
had significantly higher rates of both past and current 
alcohal use disorders than the nonabused inpatients. 
This high prevalence may be attributable in part to 
greater family history of alcoholism, but alcohol abuse 
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itself may in some cases be a nonspecific, but sugges- 
tive, adult symptom of childhood physical abuse. 

A history of physical abuse is also strongly linked to 
use of illicit drugs during one’s lifetime; the percentage 
of patients who reported lifetime use of illicit drugs 
was twice as high for the patients who had experienced 
combined abuse as for nonabused inpatients. Much of 
this drug use was reported to have occurred during 
adolescence, either during the period in which the 
abuse occurred or shortly thereafter. Although some 
patients retreat from abusive environments through 
dissociation (24, 25), multiple personality disorder 
(26), or somatization (27), it appears that many 
abused people rely on chemical escape routes, even 
more frequently than nonabused patients who suffer 
from other psychiatric illnesses. 

Suicidality was not only the most common symptom 
on admission for abused patients, but it was also much 
more common in them than it was in nonabused psy- 
chiatric inpatients, a population known for having a 
higher rate of suicidality than the general population. 
Compared to the nonabused patients, significantly 
more of the patients with histories of either sexual or 
physical abuse were suicidal on admission. Combined 
abuse did not result in an identifiable additive or syn- 
ergistic effect. Despair, guilt, and self-reproach regard- 
ing past abuse were rarely implicated by patients as 
“reasons” for suicidality. Many of the suicidal abused 
patients had no accompanying axis I psychiatric dis- 
orders and could not identify why they were suicidal, 
but they noted that this was a chronic, intermittent 
symptom beginning sometime after they had been 
abused. Our study extends previous findings (8) of a 
strong association between childhood sexual abuse 
and suicidality on admission for female patients to 
male patients as well. 

This study offers dramatic confirmatior. of the high 
prevalence of borderline personality disorder in adults 
who report childhood histories of abuse, which was 
suggested by others (3, 8, 25). Bryer et al. (8) noted 
that the only significant finding which spanned all 
abuse categories in female inpatients who completed 
the Millon Clinical Multiaxial Inventory was a step- 
wise increase in the score for borderline personality; 
nonabused patients scored lowest, sexually abused 
women scored intermediate, and victims of both phys- 
ical and sexual abuse scored the highest. On the basis 
of the frequent difficulties such patients have with 
trust, it can be hypothesized that many of the patients 
with borderline personality disorder in the ‘“non- 
abused group” had actually been abused but they had 
either dissociated these experiences or chosen not to 
discuss them with their therapists. Patients in our study 
did not always report histories of abuse on thei- first 
admission. Certainly this line of inquiry should be fol- 
lowed carefully and repeatedly on each admission with 
patients who meet the criteria for borderline personal- 
ity disorder. Zanarini et al. (25) have suggested that 
childhood physical and/or sexual abuse is etiologically 
important in the development of borderline personal- 
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ity disorder in most pztients from disadvantaged back- 
grounds. Our investigation tentatively extends the 
probable etiological role of childhood abuse to a sam- 
ple of largely middle-class inpatients. 

The majority of perpetrators of sexual abuse are nat- 
ural fathers or stepfathers of the victims (10). We 
found that uncles were more often named as sexual 
abusers than all other relatives except fathers. In ad- 
dition to the mothers who were identified as direct 
perpetrators of sexual abuse, many other mothers ap- 
parently knew about their children’s abuse, but passive 
involvement was not recorded as active abuse in this 
study. The destructive impact of their mothers’ passive 
permission for the abuse was a recurrent theme in the 
therapy of patients who believed or knew that their 
mothers did little or nothing to intervene on their be- 
half. Mothers have rarely been identified as sexual 
abusers in other studies. 

In this study, both physical and sexual abuse were 
predominantly intrafamilial. Among the reported per- 
petrators of the childhood abuse, the ratio of fathers to 
mothers was 6:1 for sexual abuse but 2:1 for physical 
abuse. Physical abuse by unrelated individuals was 
rarely reported by the inpatients in our group, whereas 
at least one-third of the sexual abusers were unrelated 
to their victims. However, these unrelated abusers 
were nearly always known to the abused patients and/ 
or their families. Almost three-fourths of all abused 
patients suffered childhood abuse at the hands of a 
single adult. Greater attention to family dynamics and 
direct questioning about current and past abuse are 
warranted. Alcoholism within the family should be ag- 
gressively diagnosed and treated. The importance of 
eliciting abuse histories from both inpatients and out- 
patients, even if repeated questioning is necessary, can- 
not be overemphasized. 

Our examination of adult psychopathology in inpa- 
tients with abuse histories does not yield a unique 
symptom complex. However, the following patient 
profile was found to be commonly associated with a 
past history of abuse: drug and/or alcohol abuse, sui- 
cidality on admission (often chronic), and character 
pathology (especially symptoms of borderline and self- 
defeating personality disorders) against a backdrop of 
family dysfunction and psychiatric illness (often alco- 
holism in the father or stepfather) and unsuccessful 
outpatient treatment before admission. This profile is 
consistent with the “disguised presentation” described 
by Gelinas (24) and underscores the need to identify 
abuse as a critical factor in a patient’s history if psy- 
chotherapy is to be effective. 

The limitations of this study are worthy of attention. 
Military samples, whether consisting of active duty or 
retired service personnel or civilian dependents, may 
be unique, thereby preventing generalization to other 
inpatient psychiatric settings. Although one-third of 
our patients were not serving on active duty, the life 
experiences of these patients may have varied dramat- 
ically from those of rospital inpatients generally, in 
spite of the fact that significant numbers of patients in 
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civilian hospitals also have been affiliated with the 
armed services at some time in their lives. Other limi- 
tations include the higher proportion of men and 
smaller proportion of elderly patients (less than 10%) 
in our sample than in patients in many nonfederal 
institutions. 

Although we achieved high interrater reliability by 
limiting the number of diagnosticians to two, the cost 
may have been systematic bias in our application of 
diagnostic criteria. Use of the Structured Clinical In- 
terview for DSM-III-R (28) or.a similar structured in- 
terview would have limited this potential source of 
bias. 

Future research is needed to address the effects of 
combined abuse as a variable separate from physical or 
sexual abuse alone. In other studies, these effects are 
rarely appreciated and are lost in pooled data analyses. 
The abuse experiences of males are poorly understood, 
as are the possible psychiatric sequelae i in men. This, 
too, is an area worthy of closer attention. 
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Sleep Disturbances in Survivors of the Nazi Holocaust 


Jules Rosen, M.D., Charles F. Reynolds HI, M.D., Amy L. Yeager, B.A., 
Patricia R. Houck, M.S.H., and Linda F. Hurwitz, M.A. 


Objective and Method: Sleep disturbances are commonly reported by victims of extraor- 
dinary stress and can persist for decades. This study was designed to test the hypothesis that 
survivors oï the Nazi Holocaust would have significantly more and different sleep problems 
than depressed and healthy comparison subjects and that the severity of the survivors’ 
problems would be correlated with length of time spent in a concentration camp. Forty-two 
survivors, 37 depressed patients, and 54 healthy subjects of about the same age, all living in 
the community, described their sleep patterns over the preceding month on the Pittsburgh 
Sleep Quality Index, a self-rating instrument that inquires about quality, latency, duration, 
efficiency, and disturbances of sleep, use of sleep medication, and daytime dysfunction. 
Results: The survivors had significantly greater sleep impairment than the healthy compar- 
ison subjects, as measured by all subscales of the index, but had less impairment than the 
depressed patients except on the sleep disturbances and daytime dysfunction subscales. How- 
ever, for specific items within these subscales, survivors had significantly more frequent 
awakenings due to bad dreams and had less loss of enthusiasm than the depressed subjects. 
Sleep disturbances and frequency of nightmares were significantly and positively correlated 
with the duration of the survivors’ internment in concentration camps. Conclusions: These 
findings suzgest that for some Holocaust survivors, impaired sleep and frequent nightmares 


are considerable problems even 45 years after liberation. 


(Am J Psvchiatry 1991; 148:62—66) 


mpaired sleep, “tae hallmark of posttraumatic 

stress disorder” (PTSD) (1), is commonly reported 
in victims of emotions] trauma; however, the specifics 
of this symptom remain unclear. Polysomnographic 
studies of elderly former prisoners of war (2), combat 
veterans (3—6), and tozture victims (7) have used small 
- samples and provided conflicting evidence regarding a 
sleep architecture particular to PTSD. Furthermore, 
studying victims of emotional trauma in a laboratory 
places additional stress on people whose “stress re- 
sponse system” is already hypersensitive to environ- 
mental stimuli (8). To our knowledge there are no 
studies reporting the pattern of sleep and the nature of 
the sleep disturbances in trauma victims assessed in 
their natural environment. 
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Complicating the study of the evolution of traumatic 
stress reactions over many years are interceding stress- 
ors and losses, concurrent substance abuse (9), and tne 
normal changes of aging (such as altered sleep pat- 
terns) that may be mistakenly identified as posttrau- 
matic symptoms. Studies of World War II combat vet- 
erans (10) and former prisoners of war (11) suggest 
that most symptoms of PTSD improve with time; how- 
ever, significant symptoms, especially disturbed sleep 
and frequent nightmares, have been reported as much 
as 45 years after the stressor occurred. 

Jewish survivors of the Nazi Holocaust experienced 
extraordinary emotional trauma. The “‘concentration 
camp syndrome” (12, 13) includes symptoms of anx- 
iety and depression and is “invariably accompanied by 
insomnia and nightmares” (14). After almost 5 dec- 
ades, as survivors enter their geriatric years, clinical 
observations disclose many residual emotional symp- 
toms, including affective blunting (alexithymia), in- 
ability to grieve, anhedonia, and reduced tolerance 
of stress (15, 16). However, qualitative and quanci- 
tative aspects of sleep disturbances in a naturalistic 
setting have not previously been reported for these 
individuals. 

This study assessed the sleep patterns and problems 
during a 1-month period of community-resident Holo- 
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caust survivors in their home environments. We hy- 
pothesized that 1) compared to elderly healthy sub- 
jects, the Holocaust survivors would have significantly 
more sleep problems, 2) the profile of sleep difficulties 
would be qualitatively different for the survivor group 
from that of elderly depressed subjects, and 3) the se- 
verity of the survivors’ sleep difficulties would be cor- 
related with the length of time they had spent in con- 
centration camps. 


METHOD 


The Pittsburgh Sleep Quality Index (17) was sent to 
166 members (101 male, 65 female) of the Holocaust 
Center in Pittsburgh. The center maintains a mailing 
list of all persons identified as survivors of the Holo- 
caust who live in the greater Pittsburgh area. Forty- 
two of the questionnaires were returned completed, 19 
were returned uncompleted because the subjects had 
either died or relocated without forwarding addresses, 
four were returned uncompleted because the subjects 
had left Europe before 1939, and five were returned 
with either no response or angry letters stating that the 
respondents did not wish “to be experimented on 
again.” The response rate of completed questionnaires 
was 25.3%. 

The elderly healthy comparison subjects (N=54) 
and depressed (predominantly hospitalized) patients 
(N=37) had previously been recruited from the com- 
munity as part of an ongoing research program on 
sleep, aging, and mental illness. All of the depressed 
patients and healthy comparison subjects were as- 
sessed with the Schedule for Affective Disorders and 
Schizophrenia—Lifetime Version (SADS-L) (18) and 
given diagnoses according to the Research Diagnostic 
Criteria (19). All of the depressed patients met the cri- 
teria for definite or probable current major depressive 
disorder. Details of the evaluation procedures to ascer- 
tain the comparison groups of healthy subjects and 
depressed patients have been published elsewhere (17). 
The demographics of the three groups are shown in 
table 1. 

All subjects completed the Pittsburgh Sleep Quality 
Index, which consists of 19 self-rated questions de- 
signed to assess sleep quality during the preceding 
month. In addition, there are five questions rated by 
bed partners that are used for clinical information but 
are not tabulated in the final index score. The seven 
subscales of the index provide subjective assessment of 
sleep quality, sleep latency, sleep duration, habitual 
sleep efficiency, sleep disturbances (such as night- 
mares), use of sleep medication, and daytime dysfunc- 
tion. All components are weighted equally on scales of 
0-3; the maximum score of 21 reflects the poorest 
quality of sleep. Extensive testing with the Pittsburgh 
Sleep Quality Index has demonstrated that it has in- 
ternal consistency, is easy to use for patients and con- 
trol subjects, is able to discriminate the sleep of control 
subjects from that of patients with sleep disorders and 
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TABLE 1. Demographic Characteristics of Holocaust Survivors, 
Depressed Patients, and Healthy Comparison Sub ects in a Study 
of Sleep Disturbances 





Sex* Age (years) 
Group M F Meaa? SD Range 
Survivors (N=42) 28 14 67.2 63 52-81 
Depressed patients (N=37) 7 30 70+ 62 60-81 
Healthy comparison sub- 
jects (N=54) 29 25 71.2 4.7 60-79 


Significant difference between groups (x?=19.1, d=2, p=0.0001). 

Significant difference between groups (F=6.03, df=2, 130, p= 
0.003). Tukey’s Honestly Significant Difference Test found pair- 
wise differences between survivors and depressed patients and be- 
tween survivors and healthy comparison subjects (p<0.05). 


depression, and is validated by concurrent polysomno- 
graphic findings. 

Following completion of the index, survivors were 
asked about the length of their concenzration camp 
internment. 

We used a one-way analysis of variance (ANOVA) 
to test for differences in age and chi-sqaare tests for 
differences in gender between the Holoceust survivors 
and the elderly depressed and healthy comparison 
groups. We also conducted a one-way ANOVA to in- 
vestigate the differences among the groups on the Pitts- 
burgh Sleep Quality Index global score and the seven 
subscale scores. Tukey’s post hoc pairwise comparison 
tests were also computed. Item analysis cf the daytime 
dysfunction and sleep disturbances subscales was per- 
formed by means of chi-square tests. The groups were 
divided into those subjects with scores of 0 and 1 (no 
disturbance or mild disturbance) and thos2 with scores 
of 2 and 3 (moderate to severe disturbamce). 

We calculated Pearson's correlazion coefficients to 
determine the relation between the index global score 
and age for each of the groups, and a series of = tests 
was performed to investigate gender differences in the 
global scores and the subscale scores fer each of the 
groups. 

The distribution of glcbal scores for the survivors 
was examined with chi-square tests. The subjects were 
categorized as those with sleep in the 10rmal range 
(global scores of 5 or less), those with moderately im- 
paired sleep quality (scores of 6-10), amd those with 
severely impaired sleep (scores of 11 or more). A Pear- 
son correlation was done to test the relationship be- 
tween the number of years that survivor; had spent in 
camps and their global index scores. We used Student’s 
t test to compare the number of years spent in camps 
by survivors who awakened at least onz2 a week be- 
cause of bad dreams and those who rep=rted less fre- 
quent nightmares. 


RESULTS 


The survivor group was younger than the healthy 
and depressed groups (se2 table 1); however, age was 
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TABLE 2. Subscale and Global Scores on the Pittsburgh Sleep Quality Index of Holocaust Survivors, Depressed Patients, and Healthy 
Comparison Subjects 


Score? 
Healthy 
Depressed Comparison One-Way Signifi 
Survivors (S) Patients (D) Subjects (C) Analysis A oe 

Pittsburgh Sleep N42) 0N=37) =/NN=S4) __of Variance _ Pairwise 
Quality Index Mean SD Mean SD Mean’ SD F? df* Comparisons 
Subscale 

Sleep quality 1.29 1.04 2.03 0.86 0.22 0.42 59.11, 2,128 SD, SC, DC 

Sleep latency 1.26 1.04 1.94 1.11 0.45 0.61 29.05 2, 124 SD, SC, DC 

Sleep duration 1.00 0.95 2.06 1.06 0.44 0.69 35.46 2,127 SD, SC, DC 

Sleep efficiency 1.43 1.28 2.18 1.11 0.19 0.63 42.59 2, 123 SD, SC, DC 

Sleep disturbances 1.63 0.84 1.36 0.54 1.04 0.39 11.04 2, 126 SC, DC 

Sleep medications 0.57 1.04 1.11 1.34 0.07 0.33 13.08 2, 129 SD, SC, DC 

Daytime dysfunction 0.90 0.82 1.19 0.91 0.26 0.48 19.63 2, 130 SC, DC 
Global 8.15 5.28 11.84 2.64 1.79 61.69 2,117 SD, SC, DC 


*Higher score indicates greater impairment. 

Every F ratio was significant at p<0.0001. 

“Varying degrees of freedor reflect missing data on some items. 
45<0.05, Tukey’s Honestly Significant Difference Test. 


not correlated with tctal index score or any subscale 
score in any of the three groups (survivors: r=0.28, 
df=37, p=0.18; depressed patients: r=0.28, .df=29, 
p=0.13; healthy subjects: r=—0.03, df=48, p=0.86). 
In addition, it is unlikely that the 3- or 4-year differ- 
ence in age between these groups, although statistically 
significant, had any clinical importance. The survivor 
group had a higher percentage of men (67%) than the 
other two groups (19% and 54% for the depressed 
and healthy groups, respectively); however, gender 
had no effect on the total index score or subscale scores 
in any of the groups. 

Of the survivors who responded, 34 had been in 
concentration camps and eight had been in slave labor 
or in hiding. All of these subjects had suffered the loss 
of family members and home and had endured ex- 
traordinary emotional and physical hardship. Of the 
34 who had been in concentration camps, the 
mean+SD duration of incarceration was 2.5+1.7 
years (range=0.1—5.8 years; median=2.9 years). 

Total Pittsburgh Sleep Quality Index scores were 
available for 39 of the 42 survivors, 31 of the 37 de- 
pressed patients, and 50 of the 54 healthy comparison 
subjects. The lower numbers of subjects reflect isolated 
missing data on some :tems. A total index score in the 
normal range (5 or less) was found for 35.9% (N=14) 
of the survivors; 30.8% (N=12) had scores in the 
moderately impaired range (scores of 6-10), and 
33.3% (N=13) reported severely impaired sleep 
(scores of 11~21). Only 3.2% (N=1) of the elderly 
depressed patients had scores in the unimpaired range, 
and 35.4% (N=11) and 61.2% (N=19) were in the 
moderate and severely disturbed range, respectively. 
Among the healthy subjects, 94% (N=47) were in the 
normal range and 6% (N=3) reported moderately im- 
paired sleep; none had scores in the severely impaired 
range. The mean+SD total index scores were signifi- 
cantly different among the three groups (survivors: 
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FIGURE 1. Mean Pittsburgh Sleep Quality Index Subscale Scores of 
Holocaust Survivors, Depressed Patients, and Healthy Comparison 
Subjects (Normals)? 


O Survivors (N=42)_ 
© V Normals (N=54) 
© Depressed (N=37) 





SUBSCALE SCORES 


0.5 





ua oe uct ai ae ro 


yes 


*All groups differed significantly on subscale scores with the excep- 
tion of survivors and depressed patients on the subscales of sleep 
disturbance and daytime dysfunction. 


8.15+5.28; healthy subjects: 3.0+2.40; depressed pa- 
tients: 11.83+3.72) (see table 2). 

On all seven index subscales, the survivors reported 
significantly more sleep difficulties than did the healthy 
comparison subjects (see figure 1). With the exception 
of the subscales for sleep disturbances and daytime 
dysfunction, the depressed group had significantly 
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higher total index and subscale scores than the survi- 
vor group. 

Although the subscale scores for sleep disturbances 
and daytime dysfunction did not differ between the 
depressed and survivor groups, specific individual 
items within those subscales were different between the 
two groups. In particular, the Holocaust survivors had 
significantly more awakenings due to complaints of 
“bad dreams,” “cannot breathe comfortably,” and 
“other” (x?=4.11, df=1, p<0.04; y?=4.36, df=1, 
p<0.04; and x?=5.45, df=1, p<0.02, respectively). 
“Other” included hot flashes, bad memories, and ner- 
vousness. Awakenings due to needing to use the bath- 
room, coughing or snoring, feeling too hot or cold, or 
pain did not differ between the two groups. 

Similarly, within the subscale for daytime dysfunc- 
tion, the item “keeping up enthusiasm to get things 
done” was reported as a moderate or severe problem 
for 31% (N=13) of the survivors, compared to 62% 
(N=23) of the elderly depressed patients (y7=7.72, 
df=1, p<0.005). Daytime drowsiness did not differ 
between the two groups. 

There was a significant correlation between number 
of years in a camp and total score on the Pittsburgh 
Sleep Quality Index (Pearson r=0.39, df=39, p<0.01; 
Spearman rank-order correlation, r,=44, df=37, p< 
0.005). The survivors who experienced awakenings 
due to bad dreams at least once a week (36%, N=15) 
had been incarcerated for a longer period of time than 
the group who had less frequent nightmares (mean+ 
SD=2.8+1.7 years versus 1.4+1.7 years; t=—2.70, 
df=39, p<0.01). The strength of this relation was not 
affected by partialing out age or gender. 


DISCUSSION 


Sleep disturbances were found to be significant 
problems for approximately two-thirds of this sample 
of Holocaust survivors 45 years after the end of World 
War II. Although the comparison groups were not ex- 
actly matched for age, all groups were in the same age 
range, and neither age nor gender was correlated with 
total or subscale scores on the Pittsburgh Sleep Quality 
Index within any group. 

The severity and profile of sleep problems were dis- 
tinct for the survivor group compared to the elderly 
depressed and healthy comparison subjects. The survi- 
vor group scored significantly higher than the healthy 
subjects on the total index score and all subscales and 
lower than the depressed patients on the total index 
score and all but two subscales, sleep disturbances and 
daytime dysfunction. On these particular subscales, in- 
dividual item differences highlighted important distinc- 
tions between the two groups. Specifically, survivors 
reported significantly more disturbed sleep due to bad 
dreams but less loss of enthusiasm during the day than 
did the depressed group. 

Global score on the Pittsburgh Sleep Quality Index 
was correlated with number of years in a concentra- 
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tion camp. Furthermore, the group of survivors who 
had frequent nightmares had spent more time in 
camps. Taking into consideration the severity of the 
emotional trauma the survivors had experienced dur- 
ing the war because of factors other then incarcera- 
tion, as well as life events and stressors sirce the end of 
the war, the strength of this relationship even though 
modest) after almost 5 decades is remar«able. These 
correlations suggest that the duration of a stressor may 
have important implications for residual sleep distur- 
bances even decades later. An alternative explanation 
is that the survivors who had spent a Icnger time in 
concentration camps were likely to have been exposed 
to more severe trauma (e.g., physical -orture or a 
greater degree of malnutrition), which resulted in more 
intensive and enduring trauma-related symptoms, such 
as sleep disturbance. Further studies exploring the 
prognostic implications of extraordinary <-ress of long 
and short duration are needed. 

In this study, age was not correlated wich Pittsburgh 
Sleep Quality Index scores or frequency ož nightmares. 
Because the subjects’ current ages would <orrelate rea- 
sonably well with theitages “at the time of trauma 
(since for all survivors the massive traumatic stress 
ended in 1945), it is reasonable to conclude that these 
data do not suggest that age at the time cf trauma is a 
critical factor in determining long-term prognosis. 
However, most of our respondents were adolescents or 
young adults at the time of liberation. Further studies 
comparing survivors who were children. adolescents, 
and adults at the time of liberation are necessary to 
determine the effect of age on the long-term prognosis. 

Although 21% of the survivors reported their qual- 
ity of sleep as very bad, anly 9% reported severe dif- 
ficulty with keeping up enthusiasm to get things done, 
suggesting that sleep disturbance and impaired func- 
tioning were not necessarily linked in al members of 
this sample. There is evidence of a greater prevalence 
of anxiety and depression in Holocaust survivors (12, 
13) and former World War II prisoners ci war (8, 20, 
21). Furthermore, Kaminer and Lavie 22) reported 
that Holocaust survivors with good ad.ustment had 
significantly less dream recall during REM sleep than 
did poorly adjusted survivors and conzrol subjects, 
with control subjects having the highest dream recall 
of the three groups. The relationship of sleep to social 
functioning or specific psychiatric diagrsoses was not 
specifically assessed in our study. 

In conclusion, this study demonstreted that for 
many survivors of the Nazi Holocaust, impaired sleep 
remained a problem 45 years after the war ended. The 
Pittsburgh Sleep Quality Index sleep profile was dif- 
ferent for the survivor group than for the groups of 
elderly healthy subjects and depressed patients. Fur- 
thermore, the severity of sleep disturbance and fre- 
quency of nightmares were related to the duration of 
internment in a concentration camp. Further studies of 
elderly victims of trauma that examine me relation of 
sleep (in a natural setting) to social amid emotional 
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functioning are needed to learn more about the long- 
term effects of extraordinary stress. 


10. 
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Cognitive Deficits and Psychopathology 
Among Former Prisoners of War 
and Combat Veterans of the Korean Conflict 


Patricia B. Sutker, Ph.D., Daniel K. Winstead, M.D., 
Z. Harry Galina, Ph.D., and Albert N. Allain, M.S. 


Objective: This study was conducted to describe the long-term psycho/ogical and psychi- 
atric sequelae of prisoner of war (POW) confinement against the backdrop of psychiatric 
evaluations of Korean conflict repatriates more than 35 years ago. Method: A group of 22 
POWs and a group of 22 combat veteran survivors of the Korean conflict were comparea on 
measures of problem solving, personality characteristics, mood states, and psychiatric din- 
ical diagnoses by means of a battery of psychometric instruments and structured clinical 
interviews. Results: Although the two groups were similar in background and perscnal 
characteristics, they differed in reports of life adjustment problems, complaints of physical 
distress, proficiency on cognitive tests, objectively measured personality characteristics, and 
assigned psychiatric diagnoses. Conclusions: Illustrated by a case report which describes the 
prolonged brutality of the Korean conflict POW experience for one individual, the results 
suggest that the psychiatric symptoms documented more than three decades ago have per- 

. sisted in severity and chronicity. In addition to problems with cognitive deficits and com- 
plaints of bodily discomfort, most common among POW survivors were symptoms of 34s- 


piciousness, apprehension, confusion, isolation, detachment, and hostility. 


(Am J Psychiatry 1991; 148:67~72) 


merican servicemen taken captive during the Ko- 

rean conflict were subjected to extraordinary 
stress. Of more than 7,100 war prisoners, approxi- 
mately 40% did not survive captivity, and one in four 
has died since release (1). Capricious killings, forced 
marches, camp relocations, sustained nutritional dep- 
rivation, threats of death and nonrepatriation, confine- 
ment in shackles, solitary confinement, brutal tortures, 
and widespread disease were common occurrences for 
prisoners of war (POWs). These captured U.S. service- 
men were also the first to be subjected to a program of 
mass indoctrination, which included group and indi- 
vidual interrogations, incessant demands for self-criti- 
cism and compliance, and structured reeducation ses- 
sions. Described by Hinkle and Wolff (2), Chinese 
indoctrination incorporated such tactics as isolation of 
resistance leaders, strategic placement of captive infor- 
mants among prisoner groups, and group persuasion 
combined with physical privation, harsh punishments, 
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and physical isolation to render prisoners susceptible 
to ideological persuasion. 

Despite these unique aspects, since the initial psychi- 
atric interest there have bzen few efforts -o describe the 
residual emotional and behavioral effects of captivity 
during the Korean conflict. Summarizirg the findings 
of psychiatric interviews and psychological test proto- 
cols given to newly released American PC'Ws, Segal (3) 
and Strassman et al. (4) called attent:on to apathy 
toward environmental stimuli, appreheasiveness, sus- 
piciousness, confusion, perturbation, and underlying 
guilt and hostility as peramount among the former 
prisoners’ psychological symptoms. These researchers 
pointed to isolation from others, noncommital pos- 
ture, suppressed feelings, prominent dependency 
needs, and low mood tone as characeristic of the 
newly liberated captives. Some years later, Keehn (5) 
commented that former POWs from th2 Korean con- 
flict showed more exaggerated feelings of frustration 
and anger than combat veterans of the same military 
action and were more inclined to impat-ent, impulsive 
acts. 

Recently, we described the Korean conflict POW 
experience and its long-term psychosocial sequelae in a 
small sample of survivors (6). Results of that study 
showed that, frequently, American forces were out- 
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numbered and surrounded in combat, with massive 
casualties exacted before survivors were seized. Over 
half the men reported exposure to extreme tempera- 
tures, forced marches, diseases of malnutrition, para- 
sites, worm infestatiors, severe weight loss, intimida- 
tion by psychological abuse, physical torture, and 
solitary confinement. More than 35 years after the 
trauma of confinement, their clinical picture reflected 
concerns about deterioration in health and physical 
disabilities, weaknesses on standardized measures of 
attention, concentration, and memory, and remark- 
able homogeneity in expression of psychiatric disor- 
ders. Posttraumatic stress disorder (PTSD) was identi- 
fied in 90%—-100% of the cases, and 85% of the men 
were assigned additional psychiatric diagnoses, pre- 
dominantly mood and other anxiety disorders. 

Complementing early descriptions of survivor psy- 
chopathology, these results supported the view that 
psychiatric disorders—primarily PTSD complicated by 
other anxiety and mood symptoms—develop predict- 
ably under conditions of extreme, prolonged stress and 
fail to abate with time. Additional work is required to 
test this hypothesis, and comparisons of POW survi- 
vors with appropriate samples of combat veterans who 
have seen similar military duty are essential to assess 
the relation between the trauma of POW confinement 
and the expression of FTSD and coexisting mental dis- 
orders. We conducted these comparisons using measures 
of problem-solving functions, personality characteristics, 
mood states, and psychiatric clinical diagnoses. 


METHOD 


The participants were 22 Korean conflict POW sur- 
vivors and 22 veterans who had seen similar combat 
but had not been taken captive. The former POWs had 
responded to the Vetezans Administration (VA) invi- 
tation mandated by Public Law 97-37 to undergo med- 
‘ical evaluation, and they completed the psychiatric and 
psychological assessment portions of our study proto- 
col as well. These 22 were all of the Korean conflict 
POW survivors seen over a 3-year period at our VA 
medical center and represented more than one-half of 
the former POWs in our catchment area. The combat 
veterans were recruited by letters describing psycho- 
logical and psychiatric assessment studies sent to vet- 
erans selected randomly from among patients listed on 
VA medical center records and commanders of Amer- 
ican Legion and Veterans of Foreign Wars posts. 

The former POWs and combat veterans did not 
differ significantly in raze (68% and 86%, respectively, 
were white), age (meant+SD=56.32+4.00 and 58.41+ 
5.14 years, respectively), education (meant+SD=10.18 
+3.14 and 11.50+3.29 years, respectively), socioeco- 
nomic status according to the Hollingshead-Redlich 
criteria (7) (64% and 77%, respectively, were middle 
or lower middle class), military rank (68% of both 
groups were noncomm:ssioned officers), marital status 
(86% and 68%, respectively, were married), or em- 
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ployment status (55% and 59%, respectively, were 
employed or voluntarily retired; 23% and 27% were 
medically disabled). The former POWs had been cap- 
tured at a young age (meant+SD=21.14+2.77 years) 
after serving 4.77+3.80 months in combat, had been 
interned for 28.05+11.20 months, and had sustained 
marked weight loss during confinement (35.77%+ 
11.77% of their precapture weight). The combat vet- 
erans had entered the war zone at a similar age 
(20.95+5.68 years) and reported more combat expo- 
sure (14.14+6.61 months) than the former POWs (F= 
33.19, df=1, 42, p<0.01). 

The assessment protocol included a structured clin- 
ical interview conducted by an experienced psychia- 
trist or psychologist that had items describing premil- 
itary background and adjustment, childhood and 
adolescent emotional or behavioral problems, combat 
and POW confinement experiences, work and family 
history subsequent to duty in Korea, lifetime alcohol 
and drug use patterns, psychological problems, and 
physical complaints. The battery of psychological in- 
struments included the WAIS-R, the logical memory 
subtest of the Wechsler Memory Scale (8) scored ac- 
cording to Russell’s procedure (9), the MMPI, the Beck 
Depression Inventory (10), the State-Trait Anxiety In- 
ventory (11), and an adjustment problem checklist 
modeled after one used by Foy et al. (12). 

DSM-III psychiatric diagnoses for current mental 
disorders except PTSD were generated in individually 
supervised sessions where participants were adminis- 
tered the computerized version (13) of the National 
Institute of Mental Health Diagnostic Interview Sched- 
ule (DIS) (14), a structured interview used successfully 
by other research teams to identify psychiatric disor- 
ders among samples of traumatized subjects (15, 16). 
Symptoms of PTSD were evaluated by a psychologist 
who administered the PTSD portion of the DIS struc- 
tured interview together with a DSM-III-R-derived 
checklist. 

Data analysis involved chi-square tests for categor- 
ical variables and one-way multivariate analyses of 
variance for continuous variables. We used a Bonfer- 
roni procedure to examine univariate tests for signifi- 
cance and to protect against type I error because of the 
large number of comparisons. The usual alpha level 
(0.05) was divided by the number of variables (N=62), 
which meant that a p value <0.0008 was required for 
statistical significance. 


RESULTS 


The POW survivor and combat groups were similar 
in background characteristics, and there had been few 
instances of emotional or behavioral problems during 
the developmental years. More than half (55%) of the 
44 men had been raised by their biological parents in 
intact homes with adequate financial support. Men 
who came from rural childhood environments and 
those from urban environments were evenly distrik- 
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TABLE 1. Experiences of 22 Prisoners of War During the Korean 
Conflict ; 


Experience N % 
Exposure to temperature 

extremes 18 82 
Forced marches 16 73 
Intimidation 16 73 
Confinement illnesses 16 73 
Weight loss>35% 15 68 
Beatings 15 68 
Personal death threats 14 64 
Overcrowding 14 64 
Interrogations 14 64 
‘Solitary confinement 14 64 
Being wounded at cap- 

ture 13 59 
Physical torture 13 59 
Brainwashing/reeducation 13 59 
Genera! death threats 12 55 
Witnessing others being 

tortured 11 50 


Being fired on by Allies 6 27 


uted between the groups. Approximately four of every 
five men in both groups had dropped out of school 
before high school graduation, and 14% cited histories 
of school suspensions and/or expulsions. Truancy 
(18%) and juvenile arrests (9%) were reported with 
low frequency. None of the sample described alcohol 
abuse, adult arrests, psychiatric care, or suicide at- 
tempts before entering the service. 

The former POWs reported involvement in fierce 
combat with heavy casualties before capture by North 
Korean/Chinese armies. During internment, they en- 
dured brutal and degrading conditions, including ex- 
posure to senseless and seemingly random prisoner ex- 
ecutions, severe beatings and physical torture, formal 
programs of indoctrination and reeducation, constant 
death threats, prolonged semistarvation and resulting 
malnutrition, exposure to temperature extremes, over- 
crowded and unsanitary conditions, and high death 
rates. Some of the more common confinement stress- 
ors, derived from the POW Trauma Index (17), are 
outlined in table 1. 

The 22 POW survivors described greater problems 
in adjustment and daily functioning, encompassing 
physical, emotional, and behavioral domains, than did 
the 22 combat veterans. Chi-square comparisons 
showed significantly higher prevalences of gastrointes- 
tinal symptoms (86% versus 32%) and severe head- 
aches (68% versus 14%) among the former POWs 
than among the combat veterans. Also notable, but 
failing to exceed the conservative criterion for signifi- 
cance, were the greater prevalences of respiratory dis- 
orders (68% versus 23%), dizziness and/or fainting 
spells (55% versus 18%), easy fatigability (73% versus 
41%), problems related to sexual functioning (55% 
versus 23%), and loss of weight or appetite (36% ver- 
sus 9%) among the former POWs. 

As shown in table 2, the groups differed significantly 
in their reports of problems with concentration, emo- 
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TABLE 2. Selected Adjustment Problem Checklist Endorsements 
of Former Prisoners of War and Combat Yeterars of the Korean 
Conflict 


Former 
Prisoners Combat 
of War Vetecans 
(N=22) (N=22) g 

Problem N % N % (df=1) 
Difficulty with memory 22 100 14 64 9.78 
Difficulty concentrating 20 91 7 32 16.20 
Tension and anxiety 20 91 12 S55 7.33 
Irritability 19 86 9 41 9.82 
Depression 19 86 9 41 9.82 
Restlessness 19 86 9 41 9.82 
Feeling emotionally 

numb 13 82 6 27 13.20° 
Trouble trusting others 13 . 82 10 45 6.29 
Inability to express feel- 

ings 17 77 S 23 13.09° 
Loss of interest in usual 

activities 17 77 5 23 13.09* 
Vivid memories of un- 

pleasant events 15 E8 9 41 3.30 
Marked self-conscious- 

ness 14 64 7 32 4.46 
Excessive jumpiness 13 59 4 18 7.77 
Nightmares 13 59 7 32 3.30 
Pervasive disgust 13 59 § 23 6.02 
Difficulty obtaining em- 

ployment 13 £9 8 36 2.28 
Avoidance of activities 

suggesting unpleasant 

experiences 12 55 7 32 2.32 
Lack of leisure activities 10 45 8 36 0.38 
Difficulty maintaining 

employment 9 41 1 5 8.28 
Hostility/violence 7 32 3 14 2.07 
Suicidal thoughts 6 2 2 ¥.9 2.44 
Problems with authority 5 2 2 9 1.53 
Panic attack 5 2. 3 14 0.61 


*p<0.0008 (Bonferroni-adjusted significance levels. 


tional numbing, inability to express fee-ings, and loss 
of interest in usual activities. In addiron, problems 
with memory, tension and anxiety, irritebility, cepres- 
sion, restlessness, and interpersonal distrust were cited 
by more than 80% of the POW sampe. More than 
half of both groups admitted discrete pe-iods of exces- 
sive alcohol consumption. 

The former POWs perormed more pzorly than the 
combat veterans on the WAIS-R problem-solving mea- 
sures (F=2.19, df=14, 29, p<0.05). However, differ- 
ences between groups did not achieve significance un- 
der the Bonferroni procedure on the full scale (91.64+ 
9.57 versus 101.18+13.91), verbal ‘/93.36+10.24 
versus 101.09+14.26), and performance (90.09+9.92 
versus 100.91412.27) summary scores. A significant 
difference was observed on the digit spaa subtest score 
(7.55+1.97 versus 10.50+2.84; F=16.07, df=1, 42, 
p<0.0008). The POW survivors performed less profi- 
ciently than the combat veterans on the Wechsler 
Memory Scale indices overall (multivariate F=10.41, 
df=2, 41, p<0.01); the former POWs hed significantly 
poorer scores on the immediate memory index (3.14+ 
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FIGURE 1. Mean MMPI Projile Patterns of Former Prisoners of War 
and Combat Veterans of the Korean Conflict 


FORMER POW VETERANS (n=22) 
———-— COMBAT VETERANS (n=22) 
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1.16 versus 1.58+1.15 [higher score indicates poorer 
performance]; F=19.&8, df=1, 42, p<0.0008). Al- 
though they also performed with less sophistication on 
tests of delayed memory (2.60+1.00 versus 1.61+ 
1.33), this difference was not significant (F=7.78, df= 
1, 42). Russell’s criteria (9) for classifying memory per- 
formances categorized 36% and 77% of the 22 former 
POWs as impaired on immediate and delayed recall 
measures, respectively, compared to 41% i "ad 32% of 
the 22 combat veterans. 

Dramatic between-group differences were found for 
MMPI descriptions of personality characteristics and 
psychopathology (F=2.94, df=22, 21, p<0.01; see 
figure 1). The POW survivors produced significantly 
more elevated profile configurations and scored signifi- 
cantly higher (df=1, 42, p<0.0008) than combat vet- 
erans on MMPI scales F (infrequency) (F=20.17), D 
(depression) (F=19.69), Sc (schizophrenia) (F=16.96), 
and Si (social introversion) (F=13.10) and significantly 
lower on the Es (ego strength} scale (F=14.05). They 
also scored significantly higher on the Keane et al. (18) 
PTSD scale (23.6449.70 versus 11.45+6.32 (F= 
24.36). The former POWs’ scores on the Beck Depres- 
sion Inventory (18.27+9.36) and the anxiety state 
(48.00+13.73) and anxiety trait (49.09+12.17) meas- 
ures, though higher than those of the combat veterans 
(Beck inventory, 9.05+8.08; anxiety state, 48.00+ 
13.73; anxiety trait, 36.54+11.93), did not exceed the 
criterion for statistical significance. 

Remarkable differences were found between the two 
groups of veterans in DIS-generated diagnoses based 
on symptoms within the past month. Mental disorders 
were organized into diagnosis/no diagnosis categories 
and into PTSD and otker anxiety disorder, mood dis- 
order, and alcohol abuse subsets. As many as 86% of 
the former POWs were assigned at least one diagnosis, 
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compared to 18% of their combat-only counterparts. 
The former POWs showed significantly higher preva- 
lences of anxiety disorders in general and PTSD spe- 
cifically than did the combat veterans. PTSD or other 
anxiety disorder was identified in 86% of the former 
POWs, compared to 14% of the combat veterans (z= 
7.20, p<0.0008); 86% of the POW and 9% of the 
combat veterans met the criteria for a PTSD diagnosis 
(z=7.70, p<0.0008).: Mood disorders were identified 
in 32% of the former POWs and 5% of the combat 
veterans, but the groups did not differ significantly in 
assignments of this diagnostic classification (z=2.45). 
No ‘veterans were assigned alcohol abuse diagnoses. 
With few exceptions, diagnoses of PTSD in the POW 
survivors were associated with coexisting mental dis- 
orders, i.e., other anxiety disorders in 55% and affec- 
tive disorders in 32% of the cases. No concurrent di- 
agnoses were recorded among the combat veterans. 


CASE REPORT 


The following case history documents one service- 
man’s Korean conflict POW experience and highlights 
the more salient residual psychological effects. 


Mr. A, the oldest of six children, was a 59-year-old vet- 
eran. At age 17 he had enlisted as an Army medic; he served 
from 1947 to 1949, and when he reenlisted he was assigned 
to duty in Korea. He saw combat for only a few days before 
his outfit was overrun by the North Koreans. American 
forces were grossly outnumbered, and retreat was an- 
nounced. While attempting to evacuate the wounded, Mr. A 
was captured. He was held prisoner by the North Koreans 
for 18 months and by the Chinese for another 20 months. 

Mr. A refused to cooperate with his captors. He declined 
to attend classes, study Communist reading materials, and 
sing songs praising Mao Tse-tung. He refused to offer infor- 
mation and to write or sign confessions. His efforts to care 
for the wounded and procure food for himself and others 
were punished as criminal infractions by his captors. He was 
beaten repeatedly, hung by his thumbs and arms, made to 
balance with his knees positioned on a stick under armed 
guard, imprisoned in boxes above and beneath the ground, 
tortured by other means, tried and sentenced to death, sub- 
jected to mock executions, and exposed to extreme temper- 
atures without protection. Labeled “reactionary” and “‘in- 
corrigible,” he was cast into a hole where he was confined in 
isolation for more than 16 months. The cover of his hole was 
opened perhaps once a day, when his captors dropped down 
small amounts of food which he shared with vermin. Occa- 
sionally, his solitary confinement was broken by interroga- 
tions or forced work details. His weight dropped to 80 lb, or 
55% of his preconfinement weight. He suffered frostbite of 
his fingers and toes, coughing episodes with hemoptysis, and 
profuse rectal bleeding. 

On his return to the United States, Mr. A was found to 
have paragonimiasis of the lungs and intestinal amebiasis. 
He was hospitalized for several months, treated for his lung 
condition, and awarded 10% disability. He indicated that he 
had never been questioned about the psychiatric effects of his 
experiences. Having been uninterested in talking in general, 
he had not volunteered information. He said that he had 
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found most health care professionals disinclined to listen and 
uninterested in his physical problems. He suffered sleep dis- 
turbances, nightmares, extreme fear of the Communists, 
marked interpersonal suspicion, claustrophobia, severe de- 
pression, and heightened anxiety. He reported longstanding 
headaches, sensations of knots in his chest, difficulties in 
swallowing, and aches throughout his body. Behavioral ob- 
servations suggested that he was absorbed in vivid memories 
of unpleasant experiences, likely to lose track of purposeful 
activity, emotionally labile and volatile (particularly when 
recourting captivity experiences), and easily angered. 

Mr. A has been involved in psychotherapy for approxi- 
mately 3 years. During his first session, he inquired if he 
would be “interrogated,” but he appeared to be eager to 
have someone listen to and understand his experiences. Since 
he must travel some distance to keep appointments, a novel 
approach was taken. Sessions have been scheduled every 2-3 
weeks for 3 hours each, allowing sufficient time for abreac- 
tion and mastery of composure within the safety of the ther- 
apeutic relationship. Mr. A has never been late or missed a 
session. Continuity of process has not been disturbed be- 
cause of his high investment in altering his response to stress 
and achieving symptomatic relief. 


DISCUSSION 


Although our sample of American servicemen were 
among the 60% who survived imprisonment, our data 
suggest that their endurance was accomplished at a 
great personal price. Their impairments in cognitive, 
emotional, behavioral, and interpersonal functioning 
were remarkably severe and persistent in comparison 
with the impairments of the other combat veterans. 

Clinical and research reports have pointed out that 
problems with memory, concentration, and learning 
are common among POW survivors. Goldstein et al. 
(19) found that 62% of World War II former Japa- 
nese-held POWs complained of memory and concen- 
tration impairments, and Sutker et al. (20) reported 
that 78% and 93% of two World War II and Korean 
conflict POW subgroups cited similar problems. In the 
present study, POW survivors were deficient relative to 
combat veterans of similar ages and educational char- 
acteristics on the WAIS-R and Wechsler Memory Scale 
tests of cognitive performance, showing significantly 
poorer performance on tasks that require attention, 
concentration, and memory. An association between 
cognitive impairment and severity of biological and 
psychological stress reflected by weight loss during 
captivity was reported by Sutker et al. (21) among 
World War II and Korean conflict POW survivors, and 
European researchers have described a possible link 
between organic brain changes and intellectual impair- 
ment among Danish and Norwegian survivors of Nazi 
concentration camps (22, 23). 

The picture of psychopathology among the POW 
survivors is presented vividly by the MMPI and psy- 
chiatric interview data. Their MMPI profile configura- 
tions differed dramatically in elevation and shape from 
those of the combat veterans, with evidence of clinical 
depression, somatic preoccupations, interpersonal de- 
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tachment, social alienaticn, negative ruminations, and 
self-devaluation. These symptoms are corpatible with 
the DIS-generated clinical diagnoses of the former 
POWs, 86% of whom were considered to be suffering 
from PTSD. Not surprisingly, two of the 22 combat 
veterans were also assigned PTSD diagnoses. The 
PTSD prevalence figures for the severely traumatized 
POW sample are higher than the 67% figure reported 
by Kluznik et al. (24) for predominantly German-held 
former POWs and the 50% estimates cited for Japa- 
nese-held POWs (19) and Southeast Asian refugees 
(16). It is not clear whether the higher prevalence of 
PTSD in our sample may be attributed to the greater 
severity of physical and psycholcgical stressors en- 
dured as part of the Korean conflict POW experience 
or whether discrepancies :n assessment procedures and 
diagnostic criteria, as well as other factors, contributed 
to the differential findings of symptoms of stress-re- 
lated disorder. In any case, the high association of 
PTSD and other mental disorders has been reported by 
Mollica et al. (16) among Southeast Asian refugees and 
Sierles et al. (25) in Vietnam combat veterans. 

Psychiatric symptoms documented more than 30 
years ago among recently liberated POW survivors of 
the Korean conflict have persisted cver time. Data gen- 
erated through self-reports, personality testing, and 
structured psychiatric interviews complement the clin- 
ical picture provided in the mid-1950s (3, 4). Symp- 
toms of suspiciousness, apprehension, confusion, iso- 
lation and detachment from otaers, guilt, and hostility 
remain evident, although the present results highlight 
marked psychological discomfort, moderate to severe 
dysphoria, and concerns about physical limitations 
and fatigue as an integral pa-t or the psychological 
constellation. Evidence from this study underscores the 
persistence of interpersor.al detachment, difficulties in 
expression of feelings, and inner conflict regarding dis- 
closure versus guardedness as chronic residual effects 
of the psychological and biological brutalization that 
constituted the POW experience during the Korean 
conflict. The findings of cognitive deficits and bodily 
discomfort are of interest, and the results suggest that 
intense, prolonged stress may lead to development of 
psychiatric disorders in almost anyone, relatively inde- 
pendent of premorbid adjustment and/or individual 
difference factors, and that these are remarkably resis- 
tant to extinction over time. 
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Effects of Buspirone and Alprazolam 


on the Cognitive Performance of Normal Elderly Subjects 


Robert P. Hart, Ph.D., Christopher C. Colenda, M.D., M.P.H., 
and Robert M. Hamer, Ph.D. 


Objective: To increase understanding of the potential in elderly persons for disability 
related to behavioral side effects of anxiolytic medications, cognitive and psychomotor effects 
of clinical doses of buspirone and a popular intermediate-acting benzodiazepine, alprazolam, 
were examined in carefully screened, healthy elderly subjects. Method: Sixty subjects re- 
cruited through community organizations and newspaper advertisements and screened on 
the basis of history, physical examination, and laboratory studies were randomly assigned to 
one of three drug treatment groups. After 2 days of washout placebo, subjects were given 
0.25 mg t.i.d. of alprazolam, 5 mg t.i.d. of buspirone, or placebo three times a day for a total 
of 14 days in a double-blind design. Behavioral assessments were completed beginning 1 
hour after ingestion of medication on the second washout placebo day, day 1 of the treat- 
ment period, and day 14 of the treatment period. Tests included the continuous performance 
test, recall memory for word lists, digit-symbol substitution, retention cf pictorial stimuli 
over 1 hour, the Profile of Mood States, and subjective ratings of mental status. Resutts: 
Buspirone did not affect reaction time, vigilance, psychomotor speed, or memory function. 
Alprazolam had minimal effects on vigilance, psychomotor speed, and memory on the first 
treatment day and had no effects after repeated doses. Conclusions: Buspirone did not 
produce behavioral side effects that could lead to disability, and alprazolam had minimal side 
effects. Because the patients were carefully screened, it is unclear whether these medications 


in the doses used would have more side effects in less healthy elderly patients. 


(Am J Psychiatry 1991; 148:73-77) 


B enzodiazepines have emerged as the mainstay of 
pharmacologic management of anxiety disorders 
in the United States, but they can produce behavioral 
side effects. Variable impairments in reaction time 
(1—4) and in attentional capacity as assessed by vigi- 
lance, divided attention, and continuous performance 
tasks (5, 6) have been reported. Recent studies have 
confirmed earlier findings (7—9) that psychomotor 
speed and memory/learning are among the functions 
most sensitive to benzodiazepines. Psychomotor tasks 
affected by benzodiazepines include visual tracking, 
digit-symbol substitution, card sorting, simulated driv- 
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ing, and maze performance (1—6, 10—12). Smiley (13) 
concluded that the commonly prescribed tranquilizers 
diazepam and lorazepam clearly impair many aspects 
of psychomotor performance. Anterograde amnesia is 
perhaps the most troubling side effect of these medi- 
cations (4, 14-23). The ability to learn new material 
may be impaired for at least 8 hours after ingestion of 
longer-acting benzodiazepines such as flurazepam 
(15). Delayed recall may be impaired for word lists 
learned more than 8 hours after ingestion of the shorter- 
acting triazolam (23). Although little is known about the 
nature of memory impairment, the fact that retention is 
normal for material learned before drug administration 
(4, 16—18, 21-24) suggests that retrieval srocesses may 
be relatively spared. The <bility to learn skills or proce- 
dures may also be spared (17). 

Behavioral side effects are frequently reported for 
lorazepam, diazepam, flurazepam, and triazolam, but 
the potential for side effects appears to be lower for 
some other benzodiazepines. Negative findings have 
been reported for chlordiazepoxide, prazepam, and 
chlorazepate on tests of zheir effects on psychomotor 
speed and reaction time ‘25, 26), Bond et al. (10) re- 
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ported no effects on reaction time, arithmetic, and psy- 
chomotor tasks in anxious patients treated with chlor- 
diazepoxide and they reported only minimal effects for 
medazepam and diazepam. The amnestic effects of 
lorazepam and triazolam have been contrasted to the 
negative findings for chlorazepate (22) and temazepam 
(23). 

Unlike benzodiazepines, buspirone, a serotonin ag- 
onist, has been reported to have no effect on psycho- 
motor abilities (e.g., tracking, simulated driving, and 
digit-symbol substitution tasks) or attentional capacity 
(divided attention tasks) (2, 3, 6, 11, 27, 28). Short- 
lasting effects on vigilance during the absorption phase 
of the drug are milder than those of benzodiazepines 
(5). The minimal effects on vigilance and reaction time 
reported with buspirone tend to occur when the med- 
ication is administered in a single dose in the range of 
20 mg and to subside within 3—5 hours (5, 27). Al- 
though buspirone has little effect on vigilance and psy- 
chomotor skills, the potential effects on memory func- 
tion remain unknown. 

The relative effects of buspirone and benzodiaze- 
pines have not been systematically evaluated in the 
elderly. Prescribing anxiolytics for elderly patients is 
complicated by the potential for disability related to 
behavioral side effects. To understand this potential 
for disability, we investigated the cognitive and psy- 
chomotor effects of buspirone and-a popular interme- 
diate-acting benzodiazepine, alprazolam, in normal el- 
derly subjects. 


METHOD 


The sample consisted of 60 subjects, at least 62 years 
of age, recruited from community organizations and 
newspaper advertisements. Medical histories, physical 
examinations, psychiatric interviews, and laboratory 
studies were used to rule out clinically significant 
and/or uncontrolled systemic medical illness, neuro- 
logic disease, psychiatric disorders, persistent insom- 
_nia, and histories of substance abuse: Persons taking 
B blockers, clonidine, methyldopa, benzodiazepines, 
monoamine oxidase inhibitors, antihistamines, or sed- 
ative hypnotics were excluded. The subjects were ran- 
domly assigned to one of three drug treatment groups 
that were similar in age, education, race, and sex com- 
position (except for a lower percentage of women in 
the buspirone group) (see table 1}. 

The mean+SD score for all subjects on the General 
Health Questionnaire (30) was 11.92+3.34, and the 
mean+SD T score on the Global Severity Index from 
the Hopkins Symptom Checklist (31) was 46.35+ 
8.16), indicating the absence of psychiatric symptoms. 
There were no group differences on these measures. 
Test procedures were completed after the subjects gave 
informed consent. 
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TABLE 1. Characteristics and IQs of Normal Elderly Subjects 
Given Cognitive Tests After Ingestion of Placebo, Buspirone, or Al- 
prazolam 


Placebo Buspirone Alprazolam 
í Group Group Group 
Item i (N=20) (N=20) (N=20) 
Age (years) 
Mean 69.4 68.5 69.4 
SD 5.2 4.6 44 
Female sex 
13 8 13 
% 65 40 65 
White race 
N 19 20 18 
% 95 100 90 
Education 
<12 years 
N 1 1 4 
% 5 5 20 
12 years 
N 5 7 5 
% 25 35 25 
12-16 years 
N 7 6 7 
% 35 30 35 
>16 years . 
N 7 6 4 
% 35 30 20 
WAIS-R (short form) 
(reference 29) | 
Verbal IQ 
Mean 116.6 113.5 107.1 
SD 16.9 12.9 13.4 
Performance IQ 
Mean 107.8 106.5 104.3% 
SD 11.5 | 12.3 10.1 
Full scale IQ 
Mean 114.4 111.4 106.7? 
SD ' 14.9 12.5 12.3 
aN=19. ` 
Measures : 


Continuous performance test (32). This test was 
used to assess vigilance and reaction time. Enlarged 
letters were presented by means of an Apple Ie com- 
puter at the rate of one letter every 1.1 second (a 200-. 
msec display followed by a 900-msec response inter- 
val). The subject was required to press a button 
whenever he or'she saw the letter A followed by the 
letter X on each of 1,000 trials. The percentage of 
critical events was 7%. 

Free recall of\clustered and unclustered word lists. 
Word list recall was used to assess memory for verbal 
material requiring different levels of effort to encode. A 
series of 18-item lists containing six words from each 
of three distinct semantic categories (33) was con- 
structed in a manner similar to that of a previously 
reported study (34). Each alternate form consisted of 
one clustered and one unclustered word list. For clus- 
tered word lists, semantically related words (e.g., 
tools) were grouped together. Lists were read aloud at 
a rate of 3 seconds per word, and subjects were asked 
to count backward for 15 seconds before recall. 
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Symbol-digit substitution and copying tasks. These 
tasks were used to assess psychomotor speed and in- 
cidental memory. The substitution task was similar to 
the WAIS-R digit symbol subtest but used seven sym- 
bols less likely to evoke verbal associations (35) paired 
with single-digit numbers. The task was administered 
in a manner similar to that of the WAIS-R digit symbol 
subtest except that the subjects were presented with 
rows of symbols and had to copy the digit associated 
with the symbol. Immediately afterward, the subjects 
were given a sheet of paper that had the seven symbol- 
digit boxes without the numbers. They were instructed 
to place the numbers below the appropriate symbols, 
as a measure of incidental recall. To assess motor 
speed, the subjects were given the answer sheet with 
the numbers rather than the symbols in the upper box 
and were instructed to copy the numbers in sequence. 

Retention of pictorial stimuli. This test assessed 
memory retention with a paradigm designed to mini- 
mize differences in initial learning. The subjects were 
shown 64 slides of line drawings of common objects 
(36), one at a time for 11 seconds per item. The slides 
were presented again for 1 second if a subject did not 
obtain a score of at least 75% correct on a criterion 
test made up of 16 of the original drawings and 16 
distractors selected randomly. A second criterion test 
with 32 different drawings was administered if the 
slides were shown a second time. Recognition memory 
was examined at 10 minutes and at 1 hour with a 
different sample of 16 original drawings randomly pre- 
sented with a different sample of 16 distractors. The 
stimulus and distractor items within each test were com- 
parable on rated complexity and imagery agreement. 

Profile of Mood States (POMS) (37). All of the sub- 
jects were given this well-known test. 

Subjective ratings. This self-report measure had 21 
behavioral dimensions (e.g., nervous-calm) rated by 
drawing a perpendicular line at the appropriate point 
along a vertical line. In addition to a global score, 
scores on four items pertaining to mental alertness 
(e.g., mentally slow-mentally quick) were used as an 
index. 


Procedure 


After receiving washout placebo three times a day 
for 2 days, the subjects were given 0.25 mg t.i.d. of 
alprazolam (daily dose=0.75 mg), 5 mg t.i.d. of bu- 
spirone (daily dose=15 mg), or placebo three times a 
day for a total of 14 days. Both the subjects and the 
investigators were blind to the medication received. 
The doses of alprazolam and buspirone were chosen 
on the basis of the manufacturers’ recommended start- 
ing doses. 

The continuous performance test and word list 
learning were administered before the washout period 
in order to familiarize the subjects with the test proce- 
dures. To obtain baseline scores, the continuous per- 
formance test, word lists, symbol-digit substitution 
test, digit copying test, POMS, and subjective ratings 
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were administered beginning 1 hour after ingestion of 
the capsule on the second washout placebo day. All 
subjects were given the same measures beginning 1 
hour after the first daily dose of buspirone, alprazo- 
lam, or placebo on day 1 of the treatment period and 
again on day 14 of the treatment pe-iod. The pictorial 
retention test was administered on day 1 and day 14 
but not on the second placebo day. Alternate forms of 
the continuous performance test, word lists, and the 
symbol-digit, digit copying, and pictorial retention 
tests were independently randomized across test ses- 
sions. The order of administration of the clustered and 
unclustered word lists was also randomized across 
subjects. 

The data from word list learning, symbol-digit sub- 
stitution, digit copying, the POMS, and subjective rat- 
ings were analyzed by analysis of covariance (AN- 
COVA), with baseline scores as covariates and day 1 
and day 14 scores as dependent variables. Because the 
pictorial retention test was not administered at base- 
line, data from that test were analyzed with analysis of 
variance (ANOVA). Planned contrasts were also used 
to assess the effects of medication (average of alprazo- 
lam and buspirone) versus placebo and to compare the 
effects of alprazolam versus buspircne. Reaction time 
data from the continuous performance test were nor- 
mally distributed and were analyzed by means of an 
ANCOVA, but error scores were Lighly skewed and 
were analyzed by means of an ordiral lagistic analysis 
in which baseline scores served as thz covariates. In the 
ordinal logistic analysis, an exponertial model was fit- 
ted to the cumulative error scores. Group differences 
were assessed by comparing a full model with group 
variables to a reduced model without group variables 
and obtaining a chi-square with 2 degrees of freedom 
by subtracting the reduced-model chi-square value 
from the full-model chi-square value. 


RESULTS 


There were no statistically significant group differ- 
ences on ANCOVAs and ANOVAs for global -test 
measures on day 1 and day 14. Th2 three medication 
groups did not differ on total errors or mean reaction 
time for correct responses on the continuous perfor- 
mance test; digit copying time, processing speed (time 
for symbol-digit substitution minus time for digit 
copying), or incidental recall of symbol-digit items; to- 
tal word recall (clustered and unclustered word lists); 
and percentage of pictures forgotten over the 1-hour 
retention interval. The summary scores from the 
POMS and subjective ratings did not differentiate the 
groups. 

Although the groups did not differ in total errors on 
the continuous performance test, the alprazolam group 
tended to make more omission errors than the buspi- 
rone and placebo groups on test day 1; the chi-square 
test showed a marginally nonsignificant difference 
across the three groups (p<0.06). The frequency dis- 
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tribution of omission errors was nearly identical for 
the buspirone and placebo subjects and differed from 
that of the alprazolam subjects. Fifty-five percent of 
the buspirone and placebo subjects made no omission 
errors, compared to 30% of the alprazolam subjects. 
Thirty percent of the zlprazolam subjects made three 
or more errors, compared to 10% of the buspirone 
subjects and 5% of the placebo subjects. Three alpra- 
zolam subjects made four, 13, and 20 errors of omis- 
sion, but no buspirone or placebo subject made more 
than three such errors. Planned contrasts showed a 
tendency (p<0.03) for alprazolam subjects to copy the 
digits more slowly than buspirone subjects on day 1 
(mean+SD=65.8+3.2 seconds versus 60.5+2.5 sec- 
onds) and a tendency (p<0.05) for subjects taking 
these drugs to recall fewer symbol-digit pairings than 
placebo subjects on day 1 (5.5+0.5 pairings for pla- 
cebo subjects versus 4.8+0.5 for buspirone and 3.9+0.4 
for alprazolam subjects). Planned contrasts showed no 
consistent pattern of findings on the POMS and subjec- 
tive ratings. 


DISCUSSION 


The absence of effects of buspirone on psychomotor 
function, attention, and memory in our normal elderly 
subjects is consistent with the negative findings with 
divided doses reported in studies of younger subjects. 
Buspirone’s anxiolytic action is delayed and is proba- 
bly related to long-term changes in serotonergic system 
function (27, 28). Given the absence of sedative effects 
and the time course for clinical effects, any change in 
cognitive and psychomotor performance might be ex- 
pected on day 14, once plasma steady state has been 
reached, rather than day 1. The absence of any effect 
provides evidence that buspirone does not contribute 
to excess cognitive or psychomotor disability in elderly 
persons. 

The findings with alprazolam were essentially nega- 
tive, although there was an indication of mild perfor- 
mance decrements on day 1. Subjects taking alprazo- 
Jam made more omission errors on the continuous 
performance test and copied the digits more slowly 
than subjects taking buspirone or placebo. They also 
recalled fewer symbol-digit items than subjects taking 
placebo. Given the number of statistical analyses, these 
results might be spurious, although the pattern of find- 
ings is consistent with mild performance decrements 
on day 1 and lack of effect after repeated doses over 
the next 2 weeks. Performance decrements on the first 
treatment day on tests initiated 60 minutes after drug 
administration are not unexpected and are consistent 
with findings in an earlier study (1). Alprazolam is a 
high-potency benzodiazepine with relatively rapid ab- 
sorption (peak plasma levels are reached in 1—2 hours) 
and potential sedating effects that may subside after 
repeated daily doses. Extrapolating these findings to 
geriatric clinical patients requires caution because of 
potential differences in general health status and 


76 


the potential role of anxiety reduction in improving 
concentration. ' 

The relative absence of effects of alprazolam on cog- 
nitive and psychomotor functions nevertheless requires 
explanation. Relatively less information is available on 
the potential behavioral side effects of alprazolam than 
of lorazepam, diazepam, flurazepam, and triazolam. 
Aranko et al. (1) administered 0.25 mg t.i.d. of alpra- 
zolam and 5 mg t.i.d. of diazepam and examined 
young adults on the first and seventh days of treat- 
ment. Alprazolam as well as diazepam affected digit- 
symbol substitution 2 hours after the first daily dose 
but not 6 hours later on the first treatment day. Nei- 
ther drug affected visual tracking or choice reaction 
time relative to baseline performance. Neither drug af- 
fected performance on the seventh day of treatment. 
Kumar et al. (16) administered 0.50 mg t.i.d. of alpra- 
zolam and 1 mg t.i.d. of lorazepam to young adults 
and examined free verbal recall on the sixth day of 
treatment. Alprazolam as well as lorazepam impaired 
delayed but not immediate recall of word lists pre- 
sented approximately 2 hours after the first daily dose. 
Further comparative studies are needed to assess the 
potential side effects of alprazolam relative to those of 
other benzodiazepines in elderly persons. The pharme- 
codynamic and pharmacokinetic properties of alprz- 
zolam have not been systematically studied in the el- 
derly, but our behavioral data raise the possibility thet 
in larger doses the effects of alprazolam may be more 
pronounced. 

Another possible explanation for the relative ak- 
sence of effects of alprazolam may be the sensitivity cf 
the tests used. Kumar et al. (16) found impairments ia 
delayed but not immediate free recall of word lists by 
subjects taking alprazolam. We did not assess delayed 
recall of word lists but found no evidence of abnor- 
mally fast forgetting of pictorial stimuli during a 
1-hour delay. However, this test used pictures rather 
than words, a recognition rather than a recall memory 
paradigm, and a'shorter delay and may not have beea 
as susceptible to drug effects. Deficits in delayed but 
not immediate recall have been reported in several 
studies using different benzodiazepines (18, 21, 23°, 
but one study (24) reported normal delayed recall fol- 
lowing slow learning to criterion after intravenous ad- 
ministration of diazepam. The majority of studies have 
found deficits in immediate recall (4, 15, 17, 20, 22°. 
Digit-symbol substitution and copying tasks have long 
been recognized as among the most sensitive to the 
effects of benzodiazepines (8, 9). In contrast, there is 
little information about the relative sensitivity of con- 
tinuous performance tests. Erwin et al. (5) reported 
negative findings with diazepam when they used a sim- 
ple continuous performance test of only 5 minutes’ 
duration, but we are unaware of studies of benzodiaz- 
epine side effects that have used a continuous perfor- 
mance task similar to our own. Other vigilance tasks 
have been shown to be sensitive to the effects of ben- 
zodiazepines (5, 13, 24). 

The focus of our study was on potential behavioral 
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side effects associated with typical clinical doses and 
regimens of buspirone and alprazolam in elderly sub- 
jects. Buspirone did not produce behavioral side effects 
that could lead to disability, and alprazolam had min- 
imal side effects. The effects of higher single or daily 
doses might be investigated in future studies. It is also 
unclear whether these medications given in the dosages 
we used would have more side effects in less healthy 
elderly patients. Our patients were carefully screened 
and did not have clinically significant or uncontrolled 
systemic medical illness, neurologic disease, psychiat- 
ric disorder, persistent insomnia, or histories of sub- 
stance abuse, and they were free of other medications 
that might affect functioning. Although the careful 
screening of subjects might have limited the generaliz- 
ability of our findings, these data are important for 
understanding the potential for excess disability attrib- 
utable to medication. 
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Cognitive and Behavioral Effects of the Coadministration of 


Dextroamphetamine and Haloperidol in Schizophrenia 


Terry E. Goldberg, Ph.D., Llewellyn B. Bigelow, M.D., 
Daniel R. Weinberger, M.D., David G. Daniel, M.D., 
and Joel E. Kleinman, M.D., Ph.D. 


Objective: The authors sought to determine if an acute dose of dextroamphetamine might 
have positive effects on affect and cognition in schizophrenic patients maintained on a 
regimen of haloperidol and, if so, what variables might predict such improvements. Method: 
Twenty-one patients with chronic schizophrenia who were hospitalized on a research ward 
received a single oral dose of dextroamphetamine (0.25 mg/kg) in a double-blind, placebo- 
controlled, crossover study. All patients were receiving 0.4 mg/kg per day of haloperidol. 
Cognitive tests, motor tests, global ratings, mood ratings, and videotape ratings were used to 
determine the effect of the coadministration of these drugs. Ventricle-brain ratios derived 
from CT scans were used to predict response to the coadministration of these drugs. Results: 
Amphetamine improved performance on a measure of concept formation on the Wisconsin 
Card Sorting Test but did not result in changes in performance on tests of memory or 
attention. As a group, the patients were more active and performed psychomotor tests more 
quickly while receiving amphetamine. Six patients were judged by clinical raters to have 
improved in terms of affect, cooperation, and engagement with the environment. Improve- 
ment was associated with enlarged cerebral ventricles and increases in blink rate from the 
placebo to the active drug condition. No patient unequivocally worsened. Conclusions: 
These results may be consistent with the theory that coadministration of amphetamine and 
haloperidol produces relatively selective enhancement of cortical dopaminergic activity. 
However, because of the acute nature of the trial and the specialized research environment 
in which it was conducted, the authors do not advocate amphetamine as a routine clinical 


treatment of schizophrenia. 
(Am J Psychiatry 1991; 148:78—84) 


mphetamine is a potent catecholaminergic ago- 

nist that causes release of biogenic amines and 
blocks their reuptake (1). It is thought that amphet- 
amine may cause or exacerbate psychotic symptoms, 
especially paranoia (2—4), in a manner consistent with 
the dopamine hypothesis of schizophrenia—that is, 
through dopaminergic overactivity in the limbic sys- 
tem and striatum (5). 

There have been reports that amphetamine improves 
symptoms in some patients with schizophrenia (6, 7). 
Other dopamine agonists, including methylphenidate 
(8}, L-dopa (9-11), bromocriptine (12, 13), and apo- 
morphine (14, 15}, used in chronic or acute trials, have 
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also resulted in improvement in some patients with 
schizophrenia. 

These data raise the question of whether the symp- 
toms ameliorated by dopamimetics reflect pathologi- 
cally reduced dopaminergic activity in areas outside 
the limbic system and striatum, such as the prefrontal 
cortex. Anhedonia, lack of drive and initiative, and 
restricted affect are symptoms sometimes attributed to 
prefrontal cortical dysfunction (16) and have been as- 
sociated with decreases in the concentrations of the 
CSF dopamine metabolite, homovanillic acid (HVA) 
(17-19). Diminished prefrontal activity, as measured 
by regional cerebral blood flow during a cognitive ac- 
tivation procedure, has also been associated with 
lower concentrations of HVA in patients with schizo- 
phrenia (20). 

If, in fact, dopaminergic function were reduced in 
the frontal cortex in schizophrenia, then the use of a 
dopamine agonist like amphetamine might prove effi- 
cacious in enhancing function in patients with the dis- 


Am J Psychiatry 148:1, January 1991 


ease. However, because amphetamine is not selective 
in terms of its regional activity, it would also increase 
dopamine release and block reuptake in subcortical 
dopaminergic systems, possibly exacerbating psychotic 
symptoms. Coadministration of amphetamine and a 
neuroleptic with primarily dopamine type 2 (D,)- 
blocking effects, such as haloperidol (21), might pre- 
vent the psychotogenic effects of dopamimetic therapy. 
Since cortical dopaminergic receptors are primarily 
dopamine type 1 (D,) (22), this strategy might in the- 
ory preferentially enhance cortical dopaminergic func- 
tion. In order to test this hypothesis, we administered 
amphetamine acutely to patients who were receiving 
chronic treatment with haloperidol and assessed 
changes in affect and neuropsychological function. 


METHOD 
Patients and Design 


Twenty-one patients with DSM-III-R diagnoses of 
undifferentiated or paranoid schizophrenia who were 
hospitalized on a research ward participated in this 
study. No patient had a diagnosable history of neu- 
rological disease or substance abuse. There were 14 
men and seven women in the group. Their mean age 
was 32 years (range=20—54 years). Their mean dura- 
tion of illness was 11 years (range=4-20 years). Thus, 
the subjects were relatively young and chronically ill. 
The patients exhibited both positive and negative 
schizophrenic symptoms. In the week prior to the 
study, the patients were given the Psychiatric Symptom 
Assessment Scale (23). Of their mean total score on 
this scale, 32% reflected negative symptoms, 46% re- 
flected positive symptoms, and 11% reflected paranoid 
symptoms. 

Infermed consent was obtained from each patient. 
The study was approved by the National Institute of 
Mental Health Institutional Review Board. 

A single dose of 0.25 mg/kg of dextroamphetamine 
elixir or placebo elixir was administered by mouth to 
each patient in random order in a double-blind cross- 
over paradigm. The order of drug or placebo admin- 
istration was known only to the pharmacist, who had 
chosen randomly. All patients had been receiving hal- 
operidol treatment for a minimum of 6 weeks before 
the study and were receiving haloperidol throughout 
the study at a dose of 0.4 mg/kg daily. Mean time 
between active and placebo conditions was 4.1 days; 
the range was 3-7 days. 


Measures and Determination of Response to 
Treatment 


The Wisconsin Card Sorting Test (24), a task sensi- 
tive to prefrontal-type executive function, was admin- 
istered in an automated format (25). Verbal fluency 
was measured by asking patients to generate words 
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beginning with specific letters of the alphabet for 1 
minute (26). Effortful recall and recognition were meas- 
ured by the Selective Reminding Test (27). Attention 
was measured by a dynamically paced 53-minute ver- 
sion of the Continuous Performance Test (28). The 
speed and resistance to interference of information 
processing were assessed by the Stroop Color and 
Word Test (29). The Understanding Ccmmunication 
test of comprehension and reasoning (30 was also ad- 
ministered. It was split into alternate fcrms to mini- 
mize practice effects. Equivalent forms o- the Selective 
Reminding Test and the test of verbal fluency were also 
used to minimize practice effects. 

Spontaneous bodily rotation (360° tarns summed 
over an 8-hour period) and partial rotational activity 
(90° turns) were measured by an ambulat=ry electronic 
rotometer (31), an instrument that monitors orienta- 
tion changes around the individual’s rostral caudal 
axis. Subjects wore the rotometer on their belts for 8 
hours following administration of the elixir. Finger- 
tapping speed on a telegraph key in a 10-second epoch 
(32), trail-making (Trails B) (32), perseveration in 
drawing a design (33), and spontaneous. eye-blinking 
in a 3-minute period of conversation were examined. 
Inhibition of competing motor respons2s was meas- 
ured in a go/no go paradigm (34). 

Global ratings were made by two investigators 
(L.B.B. and T.E.G.) who were blind to medication con- 
dition (as well as ventricle-brain ratio [VER] and mood 
state inventory results—described later in this paper). 
Ratings were based on independent observations made 
while the patients were clinically interviewed and dur- 
ing neuropsychological testing of the pat-ents. Because 
we believed that the effects of amphetamine were likely 
to be manifested in interpersonal respcnsivity, emo- 
tional breadth, and positive affect, each patient was 
rated in a global, “all-or-none”’ fashion as responding 
positively or not responding positively to ampheta- 
mine. The presence of any two of the following criteria 
resulted in classification as a positive responder (i.e., 
showed improvement), provided ratings of the other 
criteria in the same phase did not suggest deteriora- 
tion: the patient 1) was more cooperative in complet- 
ing various procedures, 2) displayed ar elevation in 
mood—i.e., was less dysphoric or less anxious about 
life, 3) appeared less paranoid—e.g., was Jess fearful of 
harm, 4) exhibited activation or verbal expansiveness 
that was adaptive and appropriate, and 5) gave a sub- 
jective report of more coherent thinking, greater con- 
centration, and more energy. The two reters classified 
patients as responders or nonresponders by consensus. 

Because the behavioral changes we thcught we were 
observing were subtle and net readily amenable to 
quantification by any single rating system, we at- 
tempted to validate our impressions by videotaping the 
last 14 patients who participated. One =f us (L.B.B.) 
videotaped semistructured interviews ccnducted with 
patients 2—4 hours after the patient received amphet- 
amine or placebo. The interviews lasted for about 30 
minutes. Each taped interview was edited to a 
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S-minute representative excerpt so that a series of 
tapes could be rated. Staff members individually rated 
each pair of excerpts from each patient, judging on 
which occasion the patient appeared “better.” 

A patient was rated as improved according to vid- 
ectaped interview if a significant number of observers, 
as determined by chi-square, assigned improvement to 
the amphetamine condition. These ratings were done 
at three meetings; the number of raters varied between 
1i and 19 at the sessions. Filming, editing, and rating 
all were done blind; the code was not broken at the 
pharmacy until all these steps were completed. 

Measures of mood, affect, and sense of energy and 
mental stability that might be sensitive to drug effects 
were also measured by the Profile of Mood States 
(POMS) (35), a self-report inventory. POMS data for 
the first six patients in the study were not collected. 

Twenty subjects underwent CT scanning on a GE 
9800 machine. VBR was calculated by planimetry as 
described elsewhere (36, 37). The size of the third ven- 
tricle was quantified by measuring it at its widest point 
under magnification times 7. Prefrontal cortical mark- 
ings and general cortical markings were rated by using 
a 4-point scale (38). CT scanning was done within 1 
year of the study. 

Samples of venous blood were frozen at —20 C. 
Assays for amphetamine levels in serum were per- 
formed by high perfcrmance liquid chromatography. 
The sensitivity of the procedure for detection of am- 
phetamine was 10 ng/ml. Samples were available for 
‘19 of the patients. 


Procedure 


One hour after the elixir was administered, patients 
began neuropsychological testing, which typically 
lasted for 1 hour. Samples of venous blood were drawn 
at 45 to 90 minutes after the elixir was administered. 
The Wisconsin Card Sorting Test and the POMS were 
administered 2 hours after the administration of the 
elixir. The videotaped interviews occurred about 2.5 to 
3 hours after administration of the elixir. Blood pres- 
sure and pulse rate were recorded at the time of ad- 
ministration of the elixir and 1, 4, and 8 hours there- 
after. The behavioral effects of amphetamine are 
thought to be maximal about 1-3 hours after oral ad- 
ministration (39, 40). 


RESULTS 
Qualitative and Subjective Responses to Treatment 


After the blind was broken it was found that all six 
patients who were deemed positive responders to am- 
phetamine by the consensus of T.E.G. and L.B.B. had 
received amphetamine on the day a positive response 
was noted. On the basis of the videotape ratings, four 
patients met criteria for improvement after the blind 
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was broken. In these patients, chi-square analysis in- 
dicated that amphetamine and improvement were as- 
sociated by a significant number of raters (x?>3.27, 
df=1, p<0.07). These four patients were also among 
the six patients rated as improved by the consensus 
of T.E.G. and L.B.B. and were considered responders. 
Interviews with the other two patients rated as im- 
proved by T.E.G. and L.B.B. had not been taped. For 
the purposes of all further analyses they were also clas- 
sified as responders. For 10 patients, improvement and 
amphetamine were not associated by a significant 
number of raters (x7<2.03, df=1, p>0.16). The 10 
patients who were rated as nonresponders by the 
group rating criteria were among the 15 patients 
rated as unimproved by the consensus of T.E.G. and 
L.B.B. Thus, 15 patients were classified as nonre- 
sponders. No patient was classified by either rating 
method as worse (i.e., they were rated as better during 
the placebo condition). 

Equivocal untoward reactions were observed in 
three patients. One patient responded to a command 
hallucination that had been chronic. Two other pa- 
tients exhibited brief periods of unusual behavior. One 
displayed irritability, and the other showed grooming 
stereotypies. 

The point biserial correlation between response to 
amphetamine and VBR was 0.59 (p=0.007). Of the 
six patients who responded to the drug, all had VBRs 
greater than 7.0 (x7=8.3). Of 14 patients who did not 
respond, 11 had VBRs less than 6.0 (x*=5. 9). Thus, 17 
of 20 patients could be correctly classified in terms of 
response by using an arbitrary VBR cutoff of 7.0. VBR 
was significantly larger in the group of responders (t= 
3.27, df=18, p=0.004, two-tailed). The point biserial 
correlation between third ventricle width and response 
was not significant (r=—0.07, p=0.78). The point bi- 
serial correlations between prefrontal cortical mark- 
ings (r=—0.14) and general cortical markings (r= 
0.16) and response were also not significant. 

Increases in blink rate (from placebo to active med- 
ication) were significantly greater in the group of re- 
sponders (t=3.01, df=17, p=0.01). Blink rate did not 
differ significantly between responders and nonre- 
sponders receiving placebo (t=0.08, df=17, p=0.92). 
In addition, the: point biserial correlation between re- 
sponse and increase in blink rate scores was 0.60 (p= 
0.007). 


Measures of Response to Treatment 


The weighted raw scores on each of the six scales of 
the POMS (anger-hostility, vigor, confusion, fatigue, 
tension-anxiety, and depression-dejection) were ana- 
lyzed. The responders differed significantly from the 
nonresponders in POMS change scores in tension-anx- 
iety and depression-dejection. All change scores in the 
responding group were in the direction of improve- . 
ment. These results are listed in table 1. Amphetamine 
did not have a significant effect on any POMS scale for 
the group as a whole (t<0.90, df=14, p>0.38). 
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TABLE 1. Change Scores on Profile of Mood States Scales for 15 
Schizophrenic Patients Who Did or Did Not Respond to Amphet- 
amine 





Re- Non- 
sponders responders 

ie (N=4) (N=11) è 
Scale * Mean SD Mean SD (df=13) p 
Tension-anxiety =5.5 34 09 5.8 2.06 0.06 
Depression- 

dejection —3.8 34 48 11.9 2.16 0.05 
Anger-kostility —4.0 3.9 15 91 1.16 0.27 
Vigor 48 71 0.1 6.8 1.16 0.27 
Fatigue —~5.5 9,7 1.5 6.9 1.56 0.14 
Confusion -2.0 6.5 0.5 5.6 0.72 0.48 


TABLE 2. Wisconsin Card Sorting Test Results for 20 Schizo- 
phrenic Patients While Receiving Placebo and While Receiving 
Amphetamine 


While 
While Receiving 
Receiving Amphet- 
Placebo amine 


ee e t 
Test Measure Mean SD Mean SD (df=19) p 


Number of correct 


responses 75.6 25.9 81.3 22.2 1.78 0.09 
Conceptual level 
(%)* 51.7 26.3 56.9 22.6 1.84 0.08 


Number of cate- 

gories achieved 40 3.1 43 3.4 0.86 0.40 
Number of fail- 

ures to main- 


tain set 1.7 1.7 2.0 1.7 0.81 0.43 
Persevezative . 
errors (%) 17.2 7.7 18.0 14.2 0.26 0.80 


*The percentage of correct responses in runs of three or more. 


Data from the Wisconsin Card Sorting Test were 
analyzed by matched-pair t tests. Results are summa- 
rized in table 2. Trends for a significant effect for am- 
phetamine were found for conceptual level (the per- 
centage of correct responses in runs of three or more) 
and number of correct responses. These were in the 
predicted direction—i.e., amphetamine improved per- 
formance. The number of categories attained and the 
percent of perseverative errors did not change as a 
function of amphetamine condition. 

Multiple paired t test comparisons between active 
drug and placebo conditions were performed on the 
remaining cognitive tasks. No significant changes were 
present for the total score on the Selective Reminding 
Test (t=0.31, df=11, p=0.76), the critical stimuli 
measure of the Continuous Performance Test (t=0.24, 
df=13, p=0.81), the interference measure on the 
Stroop Color and Word Test (t=0.68, df=11, 
p=0.58), or verbal fluency (t=0.36, df=11, p=0.73). 
The Understanding Communication test scores im- 
proved at the trend level (t=1.91, df=11, p=0.08). 
This was due, in part, to the fact that the patients 
completed more items while receiving amphetamine. 
Qualitatively defined responders did not differ from 
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nonresponders on any of the difference scores between 
placebo and active conditions on the cognitive varia- 
bles (by matched-pair t test). 

Matched-pair t tests were used to analyze changes in 
results of motor tests between active drug and placebo 
conditions. Motor speed in finger-tapping (t=2.32, 
df=11, p=0.03) and treil-making (t=2.96, df=11, 
p=0.01) significantly increased while the patients were 
receiving amphetamine, but no changes were noted in 
perseveration in designs, go/no go errors, and blink 
rate (t<1.33, df=11, p>0.21). 

Rotometer data indicated the presence of a signifi- 
cant difference between conditions in the ratio of 360° 
to 90° movements (t=3.42, df=11, p=.007). This 
difference appeared to be due to an increase in 90° 
movements (i.e., general activity) during the amphet- 
amine condition. There were no significant differences 
between the qualitatively defined responders and non- 
responders in change scores on any motor task by 
matched-pair t tests. 

Serum levels of amphetamine ranged from 11 to 82 
ng/ml. The mean serum amphetamine level for the 
group was 34.3 ng/ml. Serum amphetamize levels were 


‘not significantly correlated with response (r=—0.13, 


p=0.59), nor were they correlated significantly with 
change scores on the POMS. Amphetamine levels were 
not correlated significantly with any cognitive change 
scores, including those on the Wisconsin Card Sorting 
Test. Also, amphetamine level did not correlate signifi- 
cantly with any motor change scores. 
Systolic blood pressure increased by 6 mm Hg from 
placebo to active conditions at the trend level (t=1.78, 
df=14, p=0.10) at 1 hour. Pulse rate increased signifi- 
cantly by a mean of 16 2pm irom placebo to active 
drug condition at 4 hours (t=3.93, df=14, p=0.008). 


DISCUSSION 


In this study we sought to determine if an acute dose 
of dextroamphetamine might have positive effects on 
affect and cognition in schizophrenic patients main- 
tained on a regimen of haloperidol and, if so, what 
variables might predict such improvements. We based 
this premise on the rationale that D, receptors in the 
frontal cortex (22) might be indirectly stimulated by 
amphetamine, resulting in improved affect and cogni- 
tion, while the potential psychotogenic effects of am- 
phetamine stimulation of subcortical D, s:tes would be 
prevented by haloperidol blockade (21, 41). 

Six of the 21 schizophrenic patients in our study 
appeared to improve. This was evident in the global 
ratings by the investigators, ratings of videotapes by 
clinical research staff, and the self-reports of the pa- 
tients on the POMS. These results are consistent with 
a number of open trials of amphetamine that were 
reviewed by Chiarello and Cole (7) but not with the 
findings of Casey et al. (42), who noted that a combi- 
nation of chlorpromazine and cextroamphetamine 
administered chronically to schizophrenic inpatients 
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resulted in increases in aggressive behavior. Dextroam- 
phetamine doses were higher (60 mg/day) and the neu- 
roleptic doses were substantially lower (300—500 mg/ 
day of chlorpromazine) in the study of Casey et al. 
than in our present study. The rather low dose of am- 
phetamine we used (0.25 mg/kg) may have been potent 
enough to improve affect, but the dose of the neuro- 
leptic haloperidol (generally about 1000 to 1500 mg in 
chlorpromazine equivalents) may have reduced aggres- 
sion. However, we did not administer amphetamine on 
a chronic basis, as did Casey et al. Another difference 
between the studies is the dissimilarity in the D,/D, 
blockade profiles of haloperidol and chlorpromazine. 
Because chlorpromazine is a more potent D, blocker 
than is haloperidol (21), the dopaminergic effects of 
amphetamine at the cortical level may have been at- 
tenuated in the study of Casey et al. 

The affective changes we observed in patients given 
amphetamine were similar to those which occur in 
normal subjects (40). These changes have been thought 
to be related to stimulation of so-called pleasure cen- 
ters in the cerebrum. Dopamine is involved in their 
function (43), and amphetamine, in particular, is re- 


warding in rats and monkeys (44). The prefrontal cor-- 


tex is an important site in the-pleasure/reward system, 
as are the ventral tegmental area, nucleus accumbens, 
ard medial forebrain bundle (44, 45). Although am- 
phetamine appears to be a potent dopamine agonist in 
the prefrontal cortex (46), it also has noradrenergic 
ard serotonergic potentiating effects that may be re- 
lazed to prefrontal function (20). 

Amphetamine response could be predicted on the 
bzsis of an anatomical measure, VBR, and a dynamic 
phenomenological measure, spontaneous eye-blink 
rate. Patients whose VBRs were greater than 7.0 gen- 
erally improved in our study. This is consistent with 
several earlier studies. Jeste et al. (15) administered the 
dopamine agonist apomorphine and found that schizo- 
phrenic patients with large VBRs responded most pos- 
itively. Pandurangi et al. (47) observed that patients 
with larger VBRs did not worsen during an amphet- 
amine challenge in comparison with patients with 
smaller VBRs. These results are also consistent with 
the view that dopaminergic function tends to be lower 
in patients with high VBRs (18, 48). 

Increases in spontaneous eye-blink rate were also 
strongly associated with a positive response to amphet- 
amine. Blink rate in primates and humans appears to 
be dependent on dopaminergic activity at the D, re- 
ceptor (49). Its relation to D4 receptor activity is 
unknown. 

There seemed to be a positive but not robust effect of 
amphetamine on the Wisconsin Card Sorting Test. 
Amphetamine might kave resulted in a more effective 
“win-stay” strategy, thus serving to increase the num- 
ber of correct responses and the conceptual level. 
These findings might also be consistent with the idea 
that stimulation of the mesocortical dopaminergic sys- 
tem improves cortical signal-to-noise ratios in terms of 
information processing and transfer (50). In addition, 
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some of the patients in this study underwent single 
photon emission computed tomography regional cere- 
bral blood flow scans (51), and preliminary results sug- 
gest that amphetamine selectively augmented prefron- 
tal cerebral blood flow during a Wisconsin Card 
Sorting Test cognitive activation procedure. 

We found no differences between the active drug 
and placebo conditions on other cognitive measures, 
including those involving attention and memory re- 
trieval. Performance neither improved nor deterio- 
rated. There is debate about the effects that amphet- 
amine has on aspects of cognition in normal subjects 
(39, 52, 53). In schizophrenia, our results were consis- 
tent with those of Kornetsky (54), who also found that 
amphetamine had little effect on attention in patients 
with chronic schizophrenia. 

Amphetamine appeared to increase the patients’ 
psychomotor speed as well as their gross level of ac- 
tivity as measured by 90° movements. Amphetamine 
did not appear to produce the “rotational” or circling 
behavior that is thought to be the result of dopaminer- 
gic abnormalities in the striatum (31). 

Although our hypothesis leads us to interpret our 
results in terms of cortical dopaminergic activity (55), 
another less elaborate explanation cannot be ruled out. 
It is conceivable that amphetamine simply ameliorated 
neuroleptic-induced extrapyramidal effects such as aki- 
nesia, apathy, and lack of spontaneity (56) by over- 
coming D, blockade. 

Another point worth emphasizing is that the mag- 
nitude of the positive results on the Wisconsin Card 
Sorting Test and motor speed, although significant sta- 
tistically, was not overwhelming. These results come in 
the context of multiple statistical tests, which, of 
course, increase the risk of type I error. They were 
consistent, however, with the a priori hypothesis. Fur- 
thermore, serum level of amphetamine did not corre- 
late with change scores on cognitive measures or im- 
provement, although variability in the time that 
elapsed between amphetamine administration and the 
drawing of blood may have obscured any relationship. 

Historically, it is not clear why dopamine agonists 
such as amphetamine and L-dopa, which appeared to 
have clinical promise, have not been investigated more 
widely. It is possible that the prevailing scientific Zeit- 
geist, with its emphasis on the dopamine theory of 
schizophrenia, was not conducive to this work, or per- 
haps the agonist-related benefits, although significant 
statistically, were not impressive clinically. Moreover, 
in some studies, some patients, depending on dose and 
clinical state, deteriorated. These concerns notwith- 
standing, the possibility that a dopamine agonist in 
combination with an antipsychotic drug will benefit 
some patients with schizophrenia merits further inves- 
tigation. However, because of the acute nature of the 
trial and the specialized research environment in which 
it occurred, it is not appropriate to generalize these 
findings to other settings or to chronic dosing. 
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Use of Neuroleptic-Induced Extrapyramidal Symptoms 
to Predict Future Vulnerability to Side Effects 


George A. Keepers, M.D., and Daniel E. Casey, M.D. 


Objective: Susceptibility to neuroleptic-induced extrapyramidal syndromes varies widely, 
even within age and sex subgroups. Individual vulnerability to extrapyramidal syndromes 
has been assumed to explain this, but the utility of past history for predicting future occat- 
rence of extrapyramidal syndromes has not been studied extensively. This investigation was 
undertaken to determine whether patients’ previous histories of extrapyramidal syndromes 
predict future episodes of extrapyramidal syndromes and to compare the tmportance of this 
predictive factor with patient age, sex, neuroleptic dose, and anticholinergic dose as preaic- 
tors of extrapyramidal syndromes. Method: The charts of 62 schizophrenic patients uxth 
multiple neuroleptic treatment episodes were reviewed. Extrapyramidal syndromes, neu-o- 
leptic drug doses, and anticholinergic drug doses during the first 21 days of each treatment 
episode were recorded. Results: Previous extrapyramidal syndromes correctly prediczed 
extrapyramidal syndromes in subsequent treatments for 84% of the patients. Variations in 
neuroleptic potency, neuroleptic dose, and anticholinergic dose partially explained incorrzct 
predictions. Conclusions: These results support the hypothesis that patients with a history of 
extrapyramidal syndromes are at greater risk for future extrapyramidal syndromes. If con- 
firmed, these results strongly support individual susceptibility as a major predictor of extra- 
pyramidal syndromes and indicate that prophylaxis of extrapyramidal syndromes should ve 
considered for patients who have previously suffered extrapyramidal syndromes from smn- 


ilarly prescribed neuroleptic therapy. 
(Am J Psychiatry 1991; 148:85-89) 


D ifficulty predicting neuroleptic-induced extrapy- 
ramidal syndromes has contributed to the con- 
troversy surrounding prophylaxis of such syndromes. 
Without reliable prediction of extrapyramidal syn- 
dromes, many patients are unnecessarily treated with 
prophylactic anti-extrapyramidal medications, in- 
creasing the morbidity associated with this procedure 
(1). We have reported the predictability of dystonia on 
the basis of patient age, sex, neuroleptic dose, and neu- 
roleptic potency limited by an error rate of 30% (2). 
This study and clinical experience indicate that even 
within sex and age subgroups, the propensity for 
extrapyramidal syndromes varies widely among pa- 
tients. Individual vulnerability to extrapyramidal syn- 
dromes has been assumed to explain this variation; 
however, the utility of past history for predicting fu- 
ture occurrence of extrapyramidal syndromes has not 
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been studied extensively. This investigaticn was under- 
taken to determine whether patients’ previous histories 
of extrapyramidal syndromes predict fuzure episodes 
of extrapyramidal syndromes and to compare the im- 
portance of this predictive factor with patient age, sex, 
neuroleptic dose, and anticholinergic dcse as predic- 
tors of extrapyramidal syndromes. 


METHOD 


The charts of all patients diagnosed witz schizophre- 
nia and medicated with multiple neursleptic treat- 
ments at our facility in 1 year were reviewed. The 
charts of patients who had taken oral or depot neuro- 
leptics, anticholinergics, cricyclic antidepressants, or 
drug overdoses before admission were excluded. The 
charts of patients who had received multiple inpatient 
neuroleptic treatments at our facility within 5 years of 
the index hospitalization were included in the study. 
The patients’ age and sex were recorded, as were the 
type and dose of neuroleptic and the type and dose of 
anticholinergic prescribed during the first.21 treatment 
days in each hospitalizaticn. To find episodes of extra- 
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pyramidal syndromes, the progress notes, nurses’ 
notes, and discharge summaries were reviewed. Extra- 
pyramidal reactions were recorded only if specifically 
diagnosed and treated. To test for biases in the diag- 
nosis, recording, or treatment of extrapyramidal syn- 
dromes, the patients’ physicians and hospital wards 
were registered. 

The review found 62 patients with records of mul- 
tiple treatment episodes. When more than two hospi- 
talizations were found (N=24), the two hospitaliza- 
tions with the most similar treatments were chosen on 
the basis of specific neuroleptic drug and dose. The 
mean daily neuroleptic dose was calculated in chlor- 
promazine equivalents (3) for each patient during both 
treatments. The anticholinergic activities of neurolep- 
tic and antiparkinsonian drugs were expressed in benz- 
tropine equivalents (4, 5). A ratio of dopamine block- 
ing potency and anticholinergic activity (the ratio of 
chlorpromazine equivalents to benztropine equiva- 
lents) was calculated by dividing a patient’s mean daily 
neuroleptic dose by his or her mean daily anticholin- 
ergic dose (2). Doses reported are those which were in 
effect preceding the development of an extrapyramidal 
syndrome. Thus, benztropine equivalents given do not 
include anticholinergics given for treatment of an 
extrapyramidal syndrome after it occurred. They do 
include anticholinergics given prophylactically before 
development of any extrapyramidal syndromes. 

Presence of extrapyramidal syndromes in earlier 
treatments was tested as a predictor of extrapyramidal 
syndromes in subsequent treatments. Additionally, a 
linear discriminant function based on previous history 
of extrapyramidal syndromes, age, sex, anticholinergic 
dose, neuroleptic dose, and the ratio of chlorproma- 
zine equivalents to benztropine equivalents to predict 
extrapyramidal syndromes in the index treatment was 
calculated. The accuracy of the discriminant function 
without previous history was compared with predic- 
tions based solely on previous history. Cases in which 
past history did not predict extrapyramidal syndromes 
correctly were studied for other factors influencing 
extrapyramidal syndromes. Due to the small number 
of ‘subjects in the incorrect prediction group, the 
Wilcoxon signed rank test was used for comparisons. 


RESULTS 


During the first treatment, 36 (58.1%) of the 62 
patients had extrapyramidal syndromes: dystonia oc- 
curred in 18 (29%), parkinsonism affected 18 (29%), 
and akathisia occurred in 13 (21%). Fourteen (38.9%) 
of the 36 patients with extrapyramidal syndromes had 
more than one syndrome. 

The patients’ second treatment occurred, on the av- 
erage, 1.2 years after the first. During the second treat- 
ment neuroleptic therapy produced extrapyramidal 
syndromes in 34 (54.8%) of the 62 patients. Dystonia 
occurred in 11 (17.7%), parkinsonism in 23 (37.1%), 
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and akathisia in 17 (27.4%). Fourteen (41.2%) of the 
34 patients had more than one extrapyramidal syn- 
drome. Prophylactic anticholinergics were given to 20 
(32.3%) of the 62 patients. 

Thirty of the 34 patients with extrapyramidal syn- 
dromes in the second treatment had had extrapyram- 
idal syndromes ‘in their first treatment, yielding a sen- 
sitivity of 83.2% (95% confidence limits: 94.1%— 
63.4%). Twenty-two of the 28 patients without 
extrapyramidal syndromes in their second treatment 
had not had extrapyramidal syndromes in their first, 
yielding a specificity of 78.6% (95% confidence limits: 
92.3%—-54.7%), The sensitivity for prediction of an 
extrapyramidal syndrome subtype was less: eight of 
the 11 patients with dystonia in the second treatment 
had had dystonia in the first (72.7%) (95% confidence 
limits: 99.0%—46.4%); seven of the 17 patients with 
akathisia in the’second treatment had had akathisia in 
the first (41.2%) (95% confidence limits: 64.6%— 
17.8%); and 12 of the 23 patients with parkinsonism 
in the second treatment had had parkinsonism in the 
first (52.2%) (95% confidence limits: 72.6%—31.8%). 
There were correspondingly higher specificities: 41 of 
the 51 patients: without dystonia in the second treat- 
ment had not had dystonia in the first (80.4%) (95% 
confidence limits: 91.3%—69.5%); 39 of the 45 pa- 
tients who did not have akathisia in the second treat- 
ment had not had akathisia in the first (86.7%) (95% 
confidence limits: 96.6%—76.8%); and 33 of the 39 
patients who did not have parkinsonism in the second 
treatment had not had parkinsonism in the first 
(84.6%) (95% confidence limits: 95.9%—73.3%). 

Thus, previous history of extrapyramidal syndromes 
correctly predicted extrapyramidal syndromes during 
subsequent treatment in 52 (83.9%) of the patients 
and was more successful than the discriminant func- 
tion with previous history excluded, which predicted 
correctly in 42 (67.7%) of the cases (x*=15.9, df=3, 
p<0.001). F statistics from the discriminant function 
indicated the relative importance of previous history 
of extrapyramidal symptoms (F=49.9, df=60, p< 
0.001), age ‘F=4.90, df=60, p=0.31), sex (F=5.46, 
df=60, p=0.02), chlorpromazine equivalents/day (F= 
0.147, df=60, p=0.70), benztropine equivalents/day 
(F=2.98, df=60, p=0.09), and the ratio of chlorprom- 
azine equivalents to benztropine equivalents (F= 
0.303, df=60, p=0.58) as predictors of extrapyrami- 
dal syndromes (see table 1). 

Presence of dystonia during the first treatment cor- 
rectly predicted dystonia during the second treatment 
in 49 (79.0%) of the patients. Previous parkinsonism 
correctly forecast parkinsonism during the second 
treatment in 47 (75.8%) of the patients. A history of 
akathisia was predictive in 45 (72.6%). 

A history of extrapyramidal syndromes incorrectly 
predicted subsequent extrapyramidal syndromes in 10 
(16%) of the patients. Marked differences in the ratio 
of chlorpromazine equivalents to benztropine equiva- 
lents between treatments with and without extrapy- 


Am J Psychiatry 148:1, January 1991 


GEORGE A. KEEPERS AND DANIEL E. CASEY 


TABLE 1. Age, Sex, and Neuroleptic Doses of 62 Schizophrenic Patients With Multiple Neuroleptic Treatment Episodes With and With- 


out Extrapyramidal Syndromes 











Time and Presence Age Men 
or Absence of -e ee 
Extrapyramidal Syndrome Mean SD N % 
First treatment 30.1 9.9 32 51.6 
Syndrome occurred (N=36) 28.2 8.4 21 583 
Syndrome did not occur ; 
(N=26) 32.9 11.4 11 423 
Second treatment* — — — — 
Syndrome occurred (N=34) 27.7 8.4 22 64.7 
Syndrome did not occur 
(N=28) 33.1 11.0 10 35.7 


Ratic of 

Chlorpromazine Benztropine Chlorpromazine 
Equivalents/Day Equivalents/Day Equivalents to 

oe re on Benztropine 
Mean SD Mean SD Equivalents 

853 712 0.73 1.12 1168 

897 683 0.48 0.85 1869 

791 760 1.09 1.36 726 
1119 1047 1.31 1.69 854 
1166 1114 0.99 1.58 1178 
1062 978 1.71 1.76 621 


*The diference between the patients with and without extrapyramidal syndromes was not significant for chlorpromazine equivalents per day 
(t=0.384, df=122, p=0.70), benztropine equivalents per day (t=1.73, df=122, p=0.09), or the ratio of the two (t=0.55, df=122, p=0.58). 


TABLE 2. Neuroleptic Doses of 10 Patients Whose Previous History of Extrapyramidal Syndromes Failed to Predict Future Syndromes 


Patient and Presence 


or Absence of Chlorpromazine 
Extrapyramidal Syndrome Equivalents/Day 
Patient 18 

Syndrome did not occur 371 

Syndrome occurred 1500 
Patient 25 

Syndrome did not occur 1140 

Syndrome occurred 667 
Patient 26 

Syndrome did not occur 1240 

Syndrome occurred 792 
Patient 42 

Syndrome did not occur 422 

Syndrome occurred 714 
Patient 43 

Syndrome did not occur 449 

Syndrome occurred 1210 
Patient 44 

Syndrome did not occur 415 

Syndrome occurred 750 
Patient 46 

Syndrome did not occur 1450 

Syndrome occurred 500 
Patient 49 

Syndrome did not occur 1060 

Syndrome occurred 1360 
Patient 50 

Syndrome did not occur 500 

Syndrome occurred 450 
Patient 59 

Syndrome did not occur 420 

Syndrome occurred 450 


ramidal syndromes were noted (p=0.05, Wilcoxon 
signed rank test) (see table 2). Neuroleptic dose was 
higher but not significantly so (p=0.65, Wilcoxon 
signed rank test) in the treatments when extrapyram- 
idal syndromes occurred. Patients received higher an- 
ticholinergic doses during treatments when extrapy- 
ramidal syndromes did not occur, but the difference 
was not significant (p=0.07, Wilcoxon signed rank 
test). . 

Lesser differences between treatments when extra- 
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Ratio of Chlorpromazine 


Benztropine Equivalents to 
Equivalents/Day Benztropine Equivalents 
0.816 454 
0.236 6,350 
0.000151 7-£80,000 
0.000088 7,590,000 
2.9400 420 
0.0001 -200,000 
1.410 299 
0.008 84,900 
0.193 2,320 
0.014 84,900 
3.9900 104 
0.0010 7,480,000 
4,0000 362 
0.0001 7.580,000 
3.630 291 
7.520 181 
0.00008 6,320,000 
0.00529 84,900 
0.0487 8,630 
0.0071 84,900 


pyramidal syndromes did or did not occur were found 
in all 62 patients (see table 1). 

Potential biases in selection of the second neurolep- 
tic treatment were examined’ by separate analyses of 
the patient groups with two treatments and those with 
more than two treatments. No significant differences 
between the two groups in prediction of extrapyram- 
idal syndromes by previous history were found. 

The data were also examined for possible biases in 
reporting of extrapyramidal syndromes by physician 
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and by ward. Five staff physicians provided 99 
(79.8%) of the treatments for 60 patients. Seven other 
staff physicians each treated from one to five of the 
remaining patients (25 treatments for 23 patients). 
Extrapyramidal syndromes reported by the five most 
active physicians varied from 72.7% to 50.0%. Re- 
ported frequencies of extrapyramidal syndromes did 
not differ significantly between physicians (y7=1.914, 
dt=4, p=0.75). The rates of extrapyramidal syn- 
dromes in the 17 patients who were treated twice by 
the same physician were 58.8% (10 patients) in the 
first treatment and 64.7% (11 patients) in the second. 
The rates of extrapyramidal syndromes in the 45 pa- 
tients who had different physicians for the two treat- 
ments were 57.8% (25 patients) in the first treatment 
and 51.1% (23 patients) in the second. These rates did 
not differ significantly (first treatment, x7=0.006, 
df=1, p=0.94; second treatment, y*=0.921, df=1, 
p=0.34). 

Patients were hospitalized on one of two hospital 
psychiatric units. Seventy-six (68.5%) of the 111 treat- 
ments that occurred ertirely on a single ward (for 51 of 
the patients) took place on the more active unit. Extra- 
pyramidal syndromes were reported for 45 (59.2%) of 
the treatments on th:s unit (31 patients) versus 18 
($1.4%) of the treatments on the other unit (15 pa- 
tients). The reported rates of extrapyramidal syn- 
dromes did not differ significantly between the two 
units (y7=0.591, df=1, p=0.44). 


DISCUSSION 


These results support the hypothesis that patients 
with a history of extrapyramidal syndromes are at 
greater risk for future extrapyramidal syndromes. 
However, caution in interpreting the results is war- 
ranted by the retrospective nature of the data, the 
small number of patients studied, and possible biases 
in rating extrapyramidal syndromes. Examination of 
rates of extrapyramidal syndromes recorded by ward 
and by physician failed to show any bias, but we are 
not able to rule out bias due to clinicians’ knowledge 
of the patient. Some reassurance on this point can be 
taken from the finding that the rates of extrapyramidal 
syndromes in the group of patients treated by the same 
clinician on the same ward twice did not differ from 
the rates in the group treated by different doctors for 
their second treatmenz. 

Additionally, some prudence is justified in consider- 
ing the neuroleptic dose comparisons reported here be- 
cause reported dose equivalencies (3) vary consider- 
ably. These equivalencies in combination with the 
anticholinergic equivalencies are used to provide a 
quantitative measure to account for the clinical obser- 
vation that drugs such as haloperidol and chlorprom- 
azine produce different rates of extrapyramidal syn- 
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dromes. This measure has been validated in previous 
work (2). . 

The findings are consistent with experiments in non- 
human primates demonstrating variable individual 
susceptibility to extrapyramidal syndromes (6). Varia- 
tions in dopamine, acetylcholine, -y-aminobutyric acid 
(GABA), or drug metabolism may account for these 
differences (7). Microanatomical variation in the'basal 
ganglia might also explain deviations in susceptibility 
to drug-induced extrapyramidal syndromes. Alterna- 
tively, primate experiments have suggested that neuro- 
leptic exposure produces reverse tolerance to extrapy- 
ramidal syndromes (8). 

Although less predictive than previous history, age, 
sex, and anticholinergic dose were also effective prog- 
nostic indicators. These results are consistent with ear- 
lier work that, demonstrated relationships between 
these variables and extrapyramidal syndromes (9, 10). 
Our work concerned with the prediction of dystonia 
(2) also confirmed the importance of these variables. 
The error rate in that investigation (30%) was similar 
to the 33% error rate for the discriminant function in 
this study. 

Differences in anticholinergic dose and ratio of 
chlorpromazine equivalents to benztropine equivalents 
largely accounted for the 10 cases where a history of 
extrapyramidal syndromes failed to predict future 
extrapyramidal:syndromes. These differences were pri- 
marily due to prescription of prophylactic anticholin- 
ergics during the symptom-free treatment episode. 
This finding is in agreement with previous work of 
ours that supports the effectiveness of anticholinergic 
prophylaxis in preventing neuroleptic-induced extra- 
pyramidal syndromes (9). 

These data suggest that prophylaxis of extrapyram- 
idal syndromes and/or low-dose neuroleptic treatment 
can protect patients from extrapyramidal syndromes 
yet spare some patients unnecessary prophylactic an- 
ticholinergic treatment. If confirmed, these results 
strongly support individual susceptibility as a major 
predictor of extrapyramidal syndromes and indicate 
that prophylaxis of extrapyramidal syndromes should 
be considered for patients who have previously suf- 
fered extrapyramidal syndromes from similarly pre- 
scribed neuroleptic therapy. 
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Christian Psychiatry: 
The Impact of Evangelical Belief on Clinical Practice 


Marc Galanter, M.D., David Larson, M.D., and Elizabeth Rubenstone, B.A. 


Objective: The authors surveyed psychiatrists in the Christian Psychiatry movement to 
assess the role of religious belief in their practices. Method: The psychiatrists were members 
of the Christian Medical and Dental Society; questionnaires were sent to 260, and usable 
responses were received from 193. The subjects were asked about demographic and practice 
variables, “born again” religious experiences, group cohesion, and beliefs about using the 
Bible and prayer in treatment. Results: The respondents were somewhat more religious than 
Americans overall, who are themselves more religious than most psychiatrists. Nearly all 
reported having been “born again,” after which they generaily experienced a decrease in 
emotional distress. There was a significant difference in the respondents’ affiliative feelings 
toward psychiatrists in the Christian Psychiatry movement and other psychiatrists. For acute 
schizophrenic or manic episodes, the respondents considered psychotropic medication the 
most effective treatment, but they rated the Bible and prayer more highly for suicidal intent, 
grief reaction, sociopathy, and alcoholism. Whether or not a. patient was “committed to 
Christian beliefs” made a significant difference in whether the respondents would recom- 
mend prayer to the patient as treatment. About one-half said they would discourage strongly 
religious patients from an abortion, homosexual acts, or premarital sex, and about one-third 
said they would discourage other patients from these activities. Conclusions: Many studies 
have suggested a need for more sensitivity to religious issues by psychiatrists, and this study 
provides systematic findings on one approach. It remains important to evaluate ways in 
which a religious perspective can be related to clinical practice and what benefits and prob- 


lems may derive from such a relationship. 
(Am J Psychiatry 1991; 148:90-95) 


recent resurgence in religious commitment in the 

United States, including fundamentalism (1), may 
lead psychiatry to reconsider the place of religious is- 
sues in clinical practice. This is particularly relevant to 
the impact of Christian Psychiatry, a broad-based na- 
tional movement of psychiatrists who are evangelical 
Christians. Although most of its adherents are not for- 
mally affiliated among themselves, the orientation of 
this movement is-expressed in beliefs espoused by the 
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Christian Medical and Dental Society, which has 
7,500 members, 260 of whom are psychiatrists or phy- 
sicians in psychiatry residency training. Applicants 
must sign a statement acknowledging “the final au- 
thority of the Bible as the word of God . . . , the pres- 
ence and power of the Holy Spirit in the work of re- 
generation .. . , [and] the everlasting blessedness of the 
saved and the everlasting punishment of the lost.” 

Because of the intensity of religious commitment in 
the Christian Medical and Dental Society, it seemed 
useful to make an independent assessment of the role 
religious belief plays in the clinical practice of psychi- 
atrists who are members of the society. We also hoped 
to provide a better understanding of how strong reli- 
gious belief can affect mental health care. 


METHOD 
We established an agreement with officers of the 


psychiatry section of the Christian Medical and Dental 
Society that we would conduct a study for the purpose 
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of familiarizing the mental health field with Christian 
Psychiatry by means of objective findings. A repre- 
sentative group of members was initially interviewed, 
and a mailing was then sent to the 260 potential re- 
spondents. It included a letter from the president of the 
psychiatry section which explained that only summary 
data would be published and that identifiable informa- 
tion on respondents would not be retained or reported. 
A 121-item codeable questionnaire was included in the 
mailing, to be returned anonymously. From this and 
follow-up correspondence, 193 usable questionnaires 
were returned, representing a 74% response rate. 

The questionnaire included items on demography 
and practice, many drawn from the report on a survey 
of American psychiatrists that was conducted by APA 
(2). Additional items on religion were drawn from a 
report from a Gallup poll of a probability sample of 
1,553 Americans (3). Responses to items were given on 
a 5-point scale, from 1, for “not at all,” to 5, for “very 
much.” 

The subjects were asked to retrospectively assess 
their psychological state immediately before having 
“been born again or having... an intense religious 
experience that changed your outlook on life.” They 
were then asked to make the same assessment for the 
month immediately after that experience. They rated 
eight items, such as, “I felt nervous and tense,” on a 
5-point scale (maximum possible total=40). This neu- 
rotic distress measure has been reported previously (4, 
p. 33) to have a high level of internal consistency; it 
correlates significantly with measures of behavior in 
zealous religious and self-help groups, with contempo- 
rary measures of distress in related groups, and in- 
versely with the General Well-Being Schedule of the 
National Center for Health Statistics (5). 

Five items assessing group cohesiveness, such as, 
“They care for me” and “I enjoy being part of their 
activities,” were also used. A high internal consistency 
among these items and a significant correlation be- 
tween the items and behavior in zealous groups have 
been reported (4, p. 32, and 5). Respondents used the 
5-point scale for each item to rate their affiliative feel- 
ings toward two target groups, the 10 Christian Psy- 
chiazrists they know best and the 10 psychiatrists they 
know best who are not members of the movement. The 
maximum possible total score was 25. 

The respondents were asked to give their estimation 
on the 5-point scale of the effectiveness of each of three 
possible interventions in treating each of seven diag- 
noses, such as alcoholism. The three interventions 
were the Bible and prayer, insight psychotherapy, and 
psychotropic medications. 

The role of religion in the respondents’ clinical prac- 
tice was addressed in two ways. The respondents were 
first asked to indicate what portion of committed 
Christian believers with given diagnoses—schizophre- 
nia, depressive neurosis (dysthymia), and alcoholism— 
they would treat with each of three modalities: a spec- 
ified conventional treatment, insight psychotherapy, 
and prayer (by the patient). They were then asked 
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what portion of nonbelievers they would treat with 
each of the modalities. The role of religion was further 
addressed by asking the respondents whether or not 
they would suggest to a committed Christian patient 
that he or she act otherwise if he or she were about to 
act contrary to evangelical Christian creed. Three ex- 
amples of such acts were given: planning an abortion, 
engaging in homosexual acts, and engaging in premar- 
ital sex. The respondents were then queried as to how 
they would respond to the same three sitaations if the 
patient were not a committed Christian believer. 

Some respondents did not answer every question, so 
the total number of subjects used for calculating per- 
centages varies among the questions asked. 


RESULTS 
Demographic and Professional Background 


The respondents’ mean+SD age was 49.1+12.7 
years, and 172 (89%) were male. Of the 179 who were 
not currently in residency training, 175 (98%) had 
completed psychiatric residency, and 121 (68%) were 
Board certified. The most common primary werk set- 
ting was private practice (N=100, 52% i, followed by 
medical school/university (N=23, 12%) and mental 
health clinic (N=20, 10%). These findings are similar 
to those reported for American psychiatrists overall, 
according to APA biographical data (2). 

The mean+SD length of membership in the Chris- 
tian Medical and Dental Society was 15+12.4 years. 
Over half of the respondents (N=112, 59%) had fac- 
ulty appointments at medical schools, aad 168 (88%) 
were APA members. The respondents were geograph- 
ically dispersed and lived in 35 states; the states with 
more than 10 respondents each were California, Texas, 
Pennsylvania, and Michigan. 


Religious Beliefs 


Data gathered from the responses to the questions 
on religious beliefs were compared wizh figures from 
Gallup poll data (3). They revealed a moderately stron- 
ger religious commitment among the respondents than 
among Americans overall. For example, 78% of the 
respondents (N=145) indicated that they believe in a 
personal God who “rewards and punishes” them for 
their actions, as do most (69%) of the general popu- 
lation; 98% (N=188) stated thev believe in the Devil 
(versus 70% of the general population). The respond- 
ents’ religious orientation was further reflected in three 
items used by Gallup as strict criteria for defining evan- 
gelical Christians among the general population: 182 
(96%) said they had been “born again” (versus 40% 
of the general population), 183 ($6%' acknowledged 
having encouraged someone to accept Jesus as a savior 
(48% in the general population), end 80 (43%) stated 
that every part of the Bible is the actual word of God, 
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TABLE 1. Ratings of Effectiveness of Three Treatments by 193 Psychiatrists Who Were Members of the Christian Medical and Dental 


Society : 

Rating of Effectiveness (1=not at all, 5=very much) 

Psychotropic Bible and Insight 

Medication Prayer Psychotherapy ANOVA for Repeated Measures 
Psychiatric Syndrome Mean SD Mean SD Mean SD F df p< 
Acute schizophrenic episode 4.8 0.6 1.7 0.9 1.5 0.6 1,227 2, 372 0.001 
Acute manic episode 4.9 0.4 1.7 0.9 1:4 0.6 1,614 2, 372 0.001 
Suicidal intent 3.2 1.1 3.5 1.1 3.2 1.0 6.39 2, 372 0.01 
Grief reaction 2.1 0.8 4.1 0.9 3.4 0.9 271.6 2, 372 0.001 
Sociopathy 1.4 0.7 2.8 1.2 2.1 0.9 125.2 2, 372 0.001 
Alcoholism 1.9 0.8 3.6 1.1 2.7 0.9 182.0 2, 374 0.001 
Depressive neurosis 3.1 1.0 3.5 1.1 3.8 0.9 19.4 2, 374 0.001 


to be taken literally (37% in the general population). 
Regarding religious issues that may arise in clinical 
practice, a large majority felt the following practices 
are wrong: homosexual relations between consenting 
adults (N=166, or 88%, versus 62% in the general 
population), sexual relations before marriage (N=159, 
or 86%, versus 50%), and abortion on demand (N= 
187, or 99%, versus 87%). 

The subjects’ ratings of their emotional distress be- 
fore and after their “born again” experiences were sig- 
nificantly different. Their mean +SD score on the eight- 
item measure was 11.0+7.0 for immediately before 
the experience and 8.2+4.4 for the month afterward 
(t=8.1, df=178, p<0.001; t test for repeated meas- 
ures, two-tailed). This decline in distress is illustrated 
by responses to a typical item: whereas 34 (19%) of 
the respondents felt quite anxious (4 or 5 on the 
5-point scale) before their “born again” experiences, 
only two (1%) felt that way during the month after- 
ward (x?=31.6, df=1, p<0.001). 


Group Cobesiveness 


The strength of the respondents’ cohesiveness with 
the Christian Psychiatry movement was evident in 
their mean score for affiliative feelings toward the 10 
Christian Psychiatrists they knew best (18.5+3.4), 
which was considerably higher than the score for af- 
filiative feelings toward the psychiatrists whom they 
knew best who were not members of the movement 
(13.6+2.9) (t=15.2, df=171, p<0.001; t test for re- 
peated measures). This difference is illustrated by a 
typical item, “Do you lke being part of their activi- 
ties?” to which 107 (61%) of the respondents an- 
swered 4 or 5 for Christian Psychiatrists and only 27 
(15%) answered that way for the psychiatrists who 
were not Christian Psychiatrists. Furthermore, we 
compared this difference in affiliative feelings toward 
insiders and outsiders to differences between members 
and nonmembers in other highly cohesive groups. The 
mean difference in total scores on the cohesiveness 
scale between insiders and outsiders (4.94.3) was not 
significantly different from that shown for 100 partic- 
ipants in a highly cohesive, long-term treatment pro- 
gram for addicted physicians (4.8+5.4), reported on 
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previously (6). It was, however, significantly less than 
that shown by 237 members of a zealous religious sect 
who lived communally (7.6+5.2) (t=5.6, df=407, 
p<0.001) (7). 


Belief in Therapeutic Effectiveness of Bible and 
Prayer 


The respondents were asked to rate the relative ef- 
fectiveness of three interventions in treating the psy- 
chiatric problems of “Christian believers,” using the 
5-point scale. For both an acute schizophrenic episode 
and an acute manic episode, they rated psychotropic 
medication as more effective than either Bible and 
prayer or insight psychotherapy (see table 1). On the 
other hand, Bible and prayer was scored as the most 
effective modality for suicidal intent, grief reaction, so- 
ciopathy, and alcoholism, although not for depressive 
neurosis (see table 1). 


Religious Influence on Clinical Practice 


The respondents were asked what proportion of pa- 
tients with specific diagnoses they would treat with 
each of three therapeutic approaches. It was explained 
that the approaches need not be exclusive, so the total 
percentages assigned to the three approaches could'ex- 
ceed 100%. As illustrated in table 2, the respondents 
reported they would use prayer for about one-half the 
patients who were “committed to Christian beliefs” 
but for less than one-fifth of patients from a “nonbe- 
lieving Christian background.” On the other hand, 
there was no significant difference between the propor- 
tions of believing and nonbelieving patients to which 
they would apply conventional therapeutic approaches. 

In a second set of questions, they were queried about 
whether they would “‘suggest that their patient act oth- 
erwise” if he or she were a Christian believer planning 
to engage in an abortion, homosexual acts, or premar- 
ital sex. The psychiatrists’ responses differed signifi- 
cantly according to whether the hypothetical patient 
were a committed Christian or not: abortion, 49% 
versus 28% (x?=16.4, df=1, p<0.001); homosexual 
acts, 56% versus 32% (x?=23.4, df=1, p<0.001); 
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TABLE 2. Relationship of Treatment Choice to Patients’ Christian Beliefs for 193 Psychiatrists Who Were Members of the Christian Medi- 


cal and Dental Society 


Proportion of Patients for Whom Psychiatrists 


“Committed to 


Christian Beliefs” 


Diagnosis and Treatment Mean SD 
Schizophrenia ‘ 
Neuroleptics 97.3 10.3 
Psychotherapy 56.0 38.7 
Prayer by the patient 31.7 39.2 
Depressive neurosis 
Antidepressants 60.4 25.8 
Psychotherapy 90.4 19.5 
Prayer by the patient 52.0 40.3 
Alcoholism 
Alcoholics Anonymous 92.0 17.4 
Psychotherapy 63.9 33.3 
Prayer by the patient 59.6 41.3 


premarital sex, 51% versus 26% (x7=25.5, df=1, 
p<0.001)., 


We then examined the relationship between the re- 


spondents’ willingness to promote Christian beliefs in 
therapy and the intensity of their ties to the Christian 
Psychiatry movement. We performed analyses to as- 
certain predictors of a respondent’s intervention if a 
patient were planning an abortion, homosexual acts, 
or premarital sex. A variable was generated that con- 
sisted of the number of activities (of the three listed) 
the respondent would suggest patients avoid if they are 
Christian believers. This variable was used as a crite- 
rion in two stepwise multiple regression analyses. 

In the first analysis, five aspects of religious belief 
were used as predictors (belief in the Devil, three items 
from the Gallup poll used to define evangelical belief, 
and the total score for items reflecting belief in the 
therapeutic effectiveness of prayer). In the second anal- 
ysis, we added five variables reflecting affiliation with 
Christian Psychiatrists rather than other psychiatrists 
(the difference between affiliative feelings toward 10 
Christian Psychiatrists and other psychiatrists on the 
five cchesion items) and not being Board certified. In 
each stage of the two regression analyses, predictors 
were entered into the regression equation only as long 
as they each accounted for a portion of the variance 
significant at the p=0.05 level. In all, the religious be- 
lief items predicted 18% of the variance in the re- 
spondents’ willingness to intervene in behavior that 
violated evangelical Christian creed; with the addition 
of the affiliation variable, 33% of this behavior was 
predicted. These findings support the hypothesis that 
feelings of affiliation to the Christian Psychiatry move- 
ment were strong and significant predictors of the 
practitioner’s enforcement of Christian beliefs. 

The following clinical vignette illustrates how a pe- 
riod of psychiatric distress might contribute to the gen- 
esis of a career in Christian Psychiatry, an experience 
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Would Prescribe Treatment (%) 


Patients From 


“Nonbelieving 
Christian Two-Tailed t Tes: for Repeated 

Backgrounds” Measures 
Mean SD t df p 
97.5 9.6 —1.4 189 n.s. 
55.5 38.7 0.8 189 n.s. 

8.6 24.2 9.0 189 <0.001 
61.9 26.6 -2.4 189 <0.05 
89.3 21.2 1.5 188 : n.s. 
13.5 28.2 13.7 188 <0.001 
93.9 15.0 =2.2 188 <0.05 
63.5 33.5 0.8 188 ns. 
19.8 34.5 13.5 188 <0.001 


that was often reported. It also shows how practition- 
ers often draw on their irterpretation of Biblical pas- 
sages as an aid in treating patients. 


Clinical Vignette 


Dr. A, now 50 years old, came from a church-going back- 
ground but grew up with lit-le personal interest in religion. 
While in college, however, during a period of depression he 
decided to participate in a Bible class to find solace. On 
occasion, during the closing prayer of the class he suddenly 
felt intensely that he was bemg born again in Christ. After- 
ward he embarked on a plar to combine his religious com- 
mitment with medical practice. This course was not without 
conflict, however, as he was reprimanded later during his 
residency for engaging a patient in prayer. Dr. A currently 
admits patients to a private psychiatric hospital, many of 
whose staff are “‘Christian-oriented.” He stated that his ther- 
apeutic approach is a conventional one but that when ap- 
propriate he goes further, by using Christian beliefs. He 
pointed out, however, that he has refused to “Jay on hands” 
when occasionally asked to do so by a patient. Although Dr. 
A does not promote himself as a Christian Psychiatrist, many 
of his patients are referred to him because they have strong 
religious beliefs and want to be treated by someone with 
similar beliefs. When asked to give a clinical example that 
illustrates his work, Dr. A cescribed his experience with a 
41-year-old woman, a devou- Christian, whom he diagnosed 
as having a single episode of severe major depression with 
psychosis (DSM-III-R code 296.24). The patient had no 
prior history of mental illness, and her symptoms were ap- 
parently precipitated by the suicide of her teen-age daughter 
2 months before. Dr. A eleczed to hospitalize her and treat 
her with a tricyclic and a neuroleptic. In therapeutic sessions 
in the hospital, the patient was unable to express her feelings 
of depression and anger. Initially, Dr. A did not allow her to 
bring her Bible into these sessions because he feared she 
would find a passage such as the one in which Judas hanged 
himself and would do likewise herself. After the psychosis 
abated, however, he thought it was important for her to fully 
experience her grief and anger over the loss of her child. He 
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therefore read specific citations from the New Testament 
with her, ones which shawed that God allows justified anger 
and that a bereft person should go through a period of grief. 
He used these citations to help her justify the expression of 
feelings she had found difficult to acknowledge. This, he re- 
ported, allowed her to work through these feelings and expe- 
rience relief of her guilt ky the time of her discharge from the 
hospital after 6 weeks. 


DISCUSSION 


The study of a social movement, such as Christian 
Psychiatry, inevitably has limitations in design. We 
learned from numeraus sources that many psychia- 
trists in addition to those in the Christian Medical and 
Dental Society are evangelical Christians, but they 
were not accessible in a systematic way. Also, respond- 
ents’ self-assessments, because they are subjective and 
often retrospective, do not necessarily accurately re- 
flect their actual behavior at another time. For this 
reason, subsequent studies with on-site observation 
and assessment of therapeutic outcome are needed. In 
addition, the questionnaire, while directed at an un- 
derstanding of the role of religious belief in the re- 
spondents’ professional lives, was phrased so as not 
to offend their religious sensibilities. Nonetheless, 
given the potential role of religion in the work of cer- 
tain clinicians, we felt it important to conduct such a 
survey. 

The comparison revealed many aspects of the move- 
ment. In terms of demographics and practice variables, 
the respondents were similar to psychiatrists overall, 
but they were more scrongly religiously oriented than 
the population overall. This latter difference, however, 
should be considered in light of a comparable, perhaps 
greater, disparity in belief between psychiatrists in gen- 
eral and the overall population. Whereas 56% of psy- 
chiatrists have been faund to be agnostic or atheist (8), 
only 5% of the general public do not believe in God or 
a higher power (3). Psychiatrists’ general lack of con- 
cern for religious matczers is also evident in a review of 
major psychiatric jouznals conducted by Larson et al. 
(9), which revealed that only 3% of published articles 
include a quantified religious variable. This is a rather 
small percentage considering how widespread religious 
belief is and the degree to which it can affect the cog- 
nitive issues relevant to both psychopathology and 
psychotherapeutic rehabilitation. The discrepancy be- 
tween psychiatrists’ beliefs and those of their patients 
is also underlined by a recent study by Kroll and Shee- 
han (10), who found chat 95% of a group of hospital- 
ized psychiatric patients believed in God and a com- 
parably large proportion espoused related religious 
beliefs. Indeed, the need for sensitivity to religious 
needs is further evident in the findings from the Epi- 
demiologic Catchmert Area Program; of the subjects 
who had turned to either mental health professionals 
or clergy for psychiatric assistance, one-third had 
sought help from the clergy (11). These findings may 
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help to explain the perceived need for religious sensi- 
tivity that the Christian Psychiatry movement seeks to 
meet. Indeed, the emergence of nonprofessional ideol- 
ogy to close gaps in psychiatric care has numerous 
parallels in other, non-Christian movements (12). 

The incorporation of religious belief into treatments 
used in psychiatric practice is, however, a step beyond 
sensitivity to patients’ beliefs. In taking such a step, the 
practitioner must depart from the norms for treatment 
learned in the officially sanctioned specialty trainirg. 
This alteration may be understood by recourse to a 
model described by Galanter (4) for religious influence. 
An intense religious experience that yields relief from 
emotional distress initially serves as a nidus for engag- 
ing commitment; indeed, 96 % of our respondents said 
they had had ‘ ‘born again” experiences. Typically such 
events are followed by a decline in neurotic distress, an 
experience also reported by our respondents. Beliefs 
shared by a reference group are then acquired: This 
reference group provides a cognitive framework for 
behavior change. Here, too, our respondents came to 
espouse a set of strongly held beliefs, rooted in the 
Bible and promoted by born-again Christians;' these 
shared beliefs legitimized their adoption of new stan- 
dards of behavior. Finally, a convert must become en- 
gaged in a cohesive group that sustains his or her in- 
volvement with the movement and that determines 
consensual norms. For our respondents, this cohesive- 
ness was considerable; it was comparable to that felt 
among members of a strongly affiliated peer-led ther- 
apeutic program for addicted physicians (6). 

The fact that some responses were retrospective un- 
derlines the importance of contemporaneous studies of 
mental health practice relative to religious beliefs. It 
points further to the importance of effective collako- 
ration of psychiatric researchers with parties who ap- 
ply religious belief to mental health problems. Al- 
though we know of no other professional organization 
for “born-again” psychiatrists outside the Christian 
Medical and Dental Society, there are, no doubt, many 
other nonaffiliated practitioners with strong religious 
views. Clearly, practitioners in a variety of other de- 
nominations are worthy of study as well. 

Our respondents felt that pharmacotherapy was 
considerably more effective than other modalities for 
treating major mental illness. Insight psychotherapy, 
however, whose effectiveness is more difficult to dem- 
onstrate, was not perceived as being as effective ias the 
Bible and prayer. About half of the respondents were 
prepared to actively discourage believing Christian pa- 
tients who engaged in homosexuality or premarital sex 
or were planning an abortion, and almost a: third 
would do the same for nonbelievers. 

To what extent does the advice of Christian Psychi- 
atrists have a greater impact than the suggestions of 
practitioners with strong liberal nonreligious orienta- 
tions? This question in itself merits study. Clearly, we 
are dealing with the strong and apparently long-term 
commitment of these practitioners. 

In its recent history, psychiatry. has emerged from a 


Am J Psychiatry 148:1, January 1991 


tradition of empirical science strongly influenced by a 
materialist, positivist perspective. As evident in such 
works as The Future of an Illusion (13), Freud was 
skeptical of religious belief and perceived it as akin to 
neurosis, a view that has been influential in shaping the 
contemporary psychiatric world view. In actuality, as 
Bergin (14) pointed out, there does not appear to be 
empirical support for this position. Furthermore, an 
appreciable increase in contemporary religious com- 
mitment, in particular in evangelical Christian belief, 
now suggests greater psychiatric attention to religious 
issues, in contexts as diverse as the college campus 
(15), the household (11), and the mental hospital (10). 
To address this issue, APA has recently approved 
guidelines regarding possible conflict between psychi- 
atrists’ religious commitments and psychiatric practice 
(16). These address concerns about the need for sensi- 
tivity in treatment to patients’ religious beliefs. 

From an anthropological perspective, the infusion of 
a religious orientation into practice may be considered 
akin to indigenous healing, and studies using control 
subjects, such as those by Kleinman and Gale in Tai- 
wan (17) and Uyanga in Nigeria (18), reveal that sub- 
jects who receive faith healing report material benefit 
from both somatic and psychogenic symptoms. The 
full import of such reports, however, remains to be 
elucidated. For example, Pattison et al. (19) evaluated 
persons who reported relief from a variety of disorders 
through fundamentalist religious experience and found 
that they exercised a high degree of denial in the per- 
ception of their illnesses and were often unaware of the 
persistence of their organic pathology. With psychiat- 
ric problems, many of which are subjective, denial of 
distress may at times be akin to cure. The question 
must be raised, however, of to what degree and in 
what way a psychiatrist should incorporate a religious 
perspective into clinical practice. 
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How Do HMOs Reduce Outpatient Mental Health 
Care Costs? 


Grayson S. Norquist, M.D., M.S.P.H., and Kenneth B. Wells, M.D., M.P.H. 


Objective: Because previous studies of differences in utilization of mental health care 
services have had important limitations, it is not clear if their findings that health mainte- 
nance organization (HMO) outpatient mental health care costs less than fee-for-service care 
are due to less access, less intensive care per user, or selective enrollment of healthier people 
by HMOs. Therefore, the authors used data from the National Institute of Mental Health 
Epidemiologic Catchment Area (ECA) study to examine differences in the prevalence of 
psychiatric disorder and differences in the use of outpatient mental health services for adults 
enrolled in HMO or fee-for-service health insurance plans. Method: The subjects were an 
ECA community sample obtained from East Los Angeles and West Los Angeles. This sample 
included a large number of Hispanic subjects. The subjects were categorized according to 
their responses to a S-item battery on insurance as Medicare enrollees, members of private 
fee-for-service plans, Medicaid enrollees, members of an HMO, and uninsured. The presence 
or absence cf psychiatric disorders was determined by using the NIMH Diagnostic Interview 
Schedule. Both users and nonusers of mental health services were studied. Results: The HMO 
and fee-for-service plans had similar prevalence of psychiatric disorder and similar access to 
specialty mental health care. However, HMO enrollees had significantly fewer visits per user 
to providers of specialty care. Conclusions: The most likely explanation for lower mental 
health care costs in HMOs is a less intensive style of care for a comparably sick population. 


(Am J Psychiatry 1991; 148:96-101) 


H ealth maintenance organizations (HMOs) repre- 
sent the current major alternative to coverage by 
fee-for-service health insurance in the United States 
and are likely to increase their share of the U.S. health 
care system in the future. Previous studies (1, 2) have 
shown that HMOs reduce expenditures for mental 
health services. However, it has not been determined 
whether HMOs control such costs by excluding from 
enrollment patients with serious psychiatric disorders 
or by impeding access to mental health services for 
those enrollees with such disorders. If HMOs control 
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expenditures through restricted enrollment or access, 
then they might not be able to control expenditures if 
their enrollment were expanded to include people with 
psychiatric disorders (e.g., mandating HMOs as a 
model for Medicaid). Further, for people with psychi- 
atric disorders enrolled in an HMO, any restriction in 
access could result in poorer outcomes (e.g., increased 
morbidity and increased societal costs). 

Previous studies have compared the mental health of 
HMO and fee-for-service enrollees using either psychi- 
atric diagnoses assigned by the provider (e.g., claims 
forms) or global scales of psychological distress. These 
studies have reached conflicting conclusions. Those re- 
lying on measures of psychological distress (2) have 
found that the mental health statuses of HMO and 
fee-for-service enrollees were similar. Studies of diag- 
noses assigned to the individuals using services under 
these two types of insurance (3), however, have sug- 
gested that HMOs enroll a less mentally ill population 
than fee-for-service plans. Neither type of study has 
compared enrolled populations (both users and nonus- 
ers) by prevalence of psychiatric disorder determined 
independently of the treating provider. 

Studies of use of mental health services by enrollees 
in HMO and fee-for-service plans have also reached 
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conflicting conclusions, Early studies (4-7) found that 
HMO members were more likely than fee-for-service 
plan enrollees to use outpatient mental health services. 
Diehr et al. (1) found a higher proportion of enrollees 
using outpatient mental health services in a prepaid 
plan (8.9%) than in a fee-for-service plan (5.4%). 
Studies based on the RAND Health Insurance Exper- 
iment (2, 8) found a similar annual probability of using 
mental health services but also found that, over several 
years, enrollees in the HMO plans were more likely 
than those in comparable fee-for-service plans to use 
these services. Other studies, including a reanalysis of 
the data of Diehr et al. (9, 10), have found no differ- 
ence in the annual probability of using mental health 
services between HMO and fee-for-service enrollees. 
Nevertheless, most studies have found higher rates of 
mental health visits per user in the fee-for-service sec- 
tor (2). 

In this paper we examine differences in the preva- 
lence of psychiatric disorder and differences in the use 
of outpatient mental health services for adults enrolled 
in HMO or fee-for-service health insurance plans. Pre- 
vious studies have had one or more important limita- 
tions, including lack of measures of specific psychiatric 
disorders, disregard for out-of-plan use, focus on only 
one HMO, and sampling based largely on subjects 
who were employed and thus had group coverage 
rather than on general populations. The National In- 
stitute of Mental Health (NIMH) Epidemiologic 
Catchment Area (ECA) study offered a unique oppor- 
tunity to examine these issues while avoiding some of 
the limitations of previous studies. Specifically, we 
used ECA data on a household sample enrolled in var- 
ious HMOs serving one of the geographic areas stud- 
ied, and we used data on the prevalence of specific 
psychiatric disorders for both users and nonusers of 
outpatient mental health services. 


METHOD 
Sample 


Data were obtained from the first phase of the Los 
Angeles ECA study. The design of the ECA program 
and the Los Angeles site have been described elsewhere 
(11, 12). The Los Angeles site consisted of two com- 
munity mental health catchment areas. One was in 
East Los Angeles and the other was in West Los An- 
geles. The West Los Angeles area was predominantly 
(63%) non-Hispanic white and had a large number of 
private and public mental and general medical health 
care facilities in 1983, when the data were collected. 
The East Los Angeles area had a more stable and pre- 
dominantly (83%) Hispanic population but had only a 
few mental and general medical care facilities. 

Sampling consisted of a two-stage probability de- 
sign. The completion rate for the survey was 69%, 
which is similar to response rates of other epidemio- 
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logic surveys conducted in Los Angeles (13), and the 
final sample consisted of 3,057 respondents. 
Information on insurance coverage was obtained by 
using a 5-item battery. Responses were used to cate- 
gorize individual respondents into five groups: Medi- 
care enrollees, members of private fee-for-service 
plans, subjects in public-supported entitlement plans 
(Medicaid), members of an HMO, and the uninsured. 
A hierarchical system prevented overlap in these 
groups by placing an individual in only one group. If a 
person was a member of an HMO, then he or she was 
placed in that group only; after removing those re- 
spondents, enrollees in Medicare were placed in the 
Medicare group; next, the Medicaid group was made 
up; then the private group was formulated; finally, the 
remainder of respondents were placed in the uninsured 
group. Thus, the HMO g-oup consisted of all respond- 
ents who were enrolled ir an HMO plan (regardless of 
other coverage). The private group consisted of all 
those with private fee-for-service insurance unless they 
also had Medicare or were enrolled in an HMO; no 
respondents had both Medicaid and private fee-for- 


. service insurance and no respondents had both HMO 


and private fee-for-service coverage. 

In the present study tae HMO and fee-for-service 
groups are the focus of tae analysis. As a context, we 
also compared both groups with the group receiving 
Medicaid because of the known high prevalence of 
psychiatric disorder in that population (14-16). 


Sources of Data 


The presence or absence of psychiatric disorders was 
determined by using the NIMH Diagncestic Interview 
Schedule (DIS) (17). A Spanish language version (18) 
was available for those whose primary language was 
Spanish. Information obtained was used to generate 
psychiatric diagnoses comparable to those in DSM-III. 
All diagnoses reported here are those present in the 6 
months preceding the interview, which was conducted 
in 1983. 

Although the DIS identifies a large number of psy- 
chiatric disorders, not all diagnoses listed in DSM-III 
are covered by the instrument. The disorders identified 
differ in their severity (i.e., impact on functioning or 
presence of psychotic symptoms) and ir. the potential 
for response to treatment. Because we were particu- 
larly interested in examining differences in prevalence 
of serious and highly treatable disorders, before we 
analyzed the data we developed an indicztor of having 
any such serious disorder among those assigned by the 
DIS. We categorized schizophrenic disorders, all affec- 
tive disorders, alcohol and substance abuse, obsessive- 
compulsive disorder, and panic disorder as serious and 
treatable disorders. We excluded antisocial personality 
disorder, cognitive impairment, and phobia. Although 
we recognize that phobias can be botk serious and 
treatable, many of the common phobias identified in a 
general population by the DIS may be mild. Because 
previous reports from the ECA have used a summary 
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TABLE 1. Demographic Characteristics of a Community Sample of Subjects With Private, HMO, or Medicaid Health Care Coverage 





Good-to- 
Age <12 Years of Excellent 
(years) Female Employed Education Health Hispanic 
Coverage Mean SE % SE % SE % SE % SE % SE 
Private (N=1,400) 37 0.9 49 1.2 80 1.2 46 1.4 85 1.0 42 1.5 
HMO (N=410) 39 1.8 52 2.3 79 2.0 52? 2.3 85 1.9 50 2.6 
Medicaid (N=221) 3¢ 2.5 64° 3.8 27° 2.9 79° 2:7 60° 4.1 68° 3.2 


"Significantly different from the subjects with private insurance (t=2.2, df=1,808, p<0.05). 
bSignificantly different from the subjects with private insurance (t=2.7, df=1,808, p<0.01). 
“Significantly different from zhe subjects with private insurance (t=3.8, df=1,619, p<0.001). 


variable for any DIS psychiatric disorder, the findings 
for that variable were also analyzed and reported here 
as “any DIS disorder” to allow comparison with pre- 
vious reports. 

As an indicator of the severity of psychopathology 
among those with psychiatric disorder, we used scores 
on the Center for Epidemiologic Studies Depression 
Scale (CES-D Scale) (19). This scale is considered by 
some to be an indicator of general psychological dis- 
tress rather than a discrete measure of depression (20). 

We used the system of Shapiro et al. (21) to catego- 
rize the mental health services: 1) Specialty mental 
health resources were psychiatrists, psychologists, psy- 
chiatric social workers, mental health counselors, men- 
tal health centers, and drug treatment centers. 2) Gen- 
eral medical resources were medical care practitioners 
and emergency rooms. 3) Other human service re- 
sources were clergy, family service agencies, crisis cen- 
ters, spiritualists, and natural therapists. 


Statistical Analysis 


Data were weighted to account for differential sam- 
pling probabilities and adjusted for age and sex by 
using the fee-for-service group as reference. The utili- 
zation ‘data were generated by using SESUDAAN, a 
computer program that estimates standard errors of 
proportions and means for complex sample surveys 
(22). After controlling for other factors, we estimated 
multiple logistic regression models to examine unique 
associations between type of insurance and either prev- 
alence of psychiatric disorder or use of mental health 
services. In these models, insurance groups were set up 
as a dummy variable with the fee-for-service group as 
the reference group. The chi-square values obtained 
with the logistic regression model were corrected for 
the clustered sampling design by using values obtained 
from a survey regression program (23). 


RESULTS 
Demographic Data 
Table 1 lists the demographic characteristics of the 


subjects with HMO, private fee-for-service, and Med- 
icaid coverage. The private and HMO groups were 
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TABLE 2. Prevalence of Psychiatric Disorders in a Community 
Sample of Subjects With Private, HMO, or Medicaid Health Care 
Coverage 


Patients 

With Serious Patients With 

Psychiatric Any DIS 

Disorder Disorder 
Coverage % SE % SE 
Private (N=1,400) 12 0.8 18 0.9 
HMO (N=410) 11 1.5 14 1.9 
Medicaid (N=221) 18° 2.9 29> 3.4 


*Significantly different from those with private insurance (t=2.0, 
df=1,619, p<0.05). 

Significantly different from those with private insurance (t=3.1, 
df=1,619, p<0.005). 


very similar in their characteristics, although the HMO 
had a higher percentage of enrollees who had less than 
12 years of education and a higher percentage of His- 
panic enrollees. The Medicaid group had very different 
characteristics from the HMO and private groups in 
that it had a lower average level of education, a higher 
rate of unemployment, and a lower level of general 
health and included a larger proportion of Hispanic 
people. 

Although the HMO group had a larger Hispanic 
population than the private group, most of these His- 
panics were born in the United States. As an indicator 
of acculturation we looked at the percentage of His- 
panic respondents whose primary language was Span- 
ish. The private and HMO groups were similar; each 
included 5% who spoke primarily Spanish. 


Prevalence of Psychiatric Disorder 


Table 2 reports the proportion of subjects with a 
serious DIS-DSM-III psychiatric disorder and the per- 
centage who had any DIS-DSM-III psychiatric disor- 
der within the preceding 6 months. The proportion of 
subjects who had any DIS-DSM-III psychiatric disor- 
der or serious psychiatric disorder within the preceding 
6 months did not differ significantly between the HMO 
and private groups. When the effects of other factors 
(sex, age, ethnicity, employment, education, and phys- 
ical health) were controlled for by using multiple lo- 
gistic regression, the HMO and private groups still did 
not have significantly different rates of serious psychi- 


Am J Psychiatry 148:1, January 1991 


TABLE 3. Health Care Sectors Used in a Community Sample of 
Patients With Serious Psychiatric Disorders and Private or HMO 
Health Care Coverage 


Private HMO 

(N=181) (N=49) 
Sector % SE % SE 
General medical 57 2.0 48 2.4 
Specialty mental health 15.2 2.5 16.2 5.8 
Human services 6.3 1.8 5.8 3.2 
General medical or specialty 19.2 2.8 20.5 6.3 


atric disorder (the adjusted chi-square for the HMO 
group was 0.10, df=1, p>0.10). The Medicaid group 
had the highest proportion with a serious psychiatric 
disorder of the three insurance groups. However, of all 
subjects with a serious psychiatric disorder, most 
(54%) were enrolled in either the private or HMO 
sector, while 10% were covered through Medicaid and 
the rest were covered by Medicare or uninsured. 

Among the subjects with a serious psychiatric disor- 
der, there was no significant difference in level of psy- 
chological distress as assessed by the CES-D Scale for 
those enrolled in HMO or fee-for-service plans. How- 
ever, the Medicaid group had more psychological dis- 
tress than subjects in those two groups combined. The 
percent of subjects with a score of 16 or more in the 
HMO and private groups combined was 26%, com- 
pared with 67% in the Medicaid subjects. 


Utilization Data 


Table 3 presents the use of outpatient mental health 
services by subjects with a serious psychiatric disorder. 
There was no significant difference in use of the general 
medical, specialty mental health, or human services 
sector for the subjects in the private or HMO groups. 

Because previous research has indicated that His- 
panic subjects are less likely to use mental health serv- 
ices than non-Hispanic whites (24) and because the 
HMO group had a higher percentage of Hispanics, it 
was important to compare utilization rates for the two 
ethnic groups. We found similar levels of use of out- 
patient mental health services under HMO and fee-for- 
service plans for both Hispanic and non-Hispanic sub- 
jects (not shown in the table). 

When we controlled for factors known to have an 
effect on use of the specialty mental health sector (eth- 
nicity, sex, age, employment, education, and physical 
health}, using multiple logistic regression, we found no 
difference in the probability of using the specialty men- 
tal health sector for the private and HMO groups (the 
adjusted chi-square for the HMO group was 0.17, 
df=1, p>0.10). 

Among subjects with a serious psychiatric disorder 
who used services, the HMO group had a significantly 
higher mean number of outpatient visits to the general 
medical sector for mental health care than the private 
group (6.5 versus 3.6) (t=2.6, df=11, p<0.03) but 
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had a lower number of outpatient visits to the specialty 
mental health sector for mental health care (1.6 versus 
10.3) (t=6.6, df=34, p<3.001). The overall number 
of outpatient mental health visits in HMOs was about 
40% lower than that in the private group because the 
number of outpatient visits to the specialty mental 
health sector was smaller in the HMO group. 


DISCUSSION 


Data from the current study indicate that HMOs 
serve a demographic group which is similar to that 
served by the private fee-for-service sector, at least in 
the large metropolitan area surveyed for this study. 
HMO enrollees were more likely to be Hispanic, but 
they were born in the United States and appeared to be 
as acculturated as those Hispanics in the fee-for-service 
group. The present study does not support previous 
studies (25) indicating that HMO enrollees may be 
younger and more fully employed than private fee-for- 
service plan members. In fact, the HMO and fee-for- 
service enrollees had similar mean ages, and most were 
employed. One reason our conclusions may differ from 
those of previous studies is that we examined all HMO 
enrollees in a general population sample, but most pre- 
vious studies examined enrollees in particular HMOs 
and fee-for-service plans. 

Although our data are limited to one geographic 
site, we provide here the first estimates of rates of psy- 
chiatric disorder in community samples by type of in- 
surance coverage. Some studies (26, 27) have indicated 
that HMOs enroll a less mentally ill population than 
the private fee-for-service sector, although the RAND 
Health Insurance Experiment (2} did not find a selec- 
tion bias. The latter study, however, used a global scale 
of mental health rather than psychiatric diagnoses and 
was conducted at a single HMO. 

The results of the present study, which used com- 
munity data, indicate that HMO and fee-for-service 
plans treat very similar groups of the mentally ill in 
terms of proportion of enrollees with any DIS psychi- 
atric disorder and any serious and treatable psychiatric 
disorder. Although further development of severity in- 
dicators is needed, our indicator (level of psychological 
distress) was similar among those with psychiatric dis- 
order in the HMO and fee-for-service plans. Thus, av- 
eraged over all the HMOs in Los Angeles, there is no 
evidence for either favorable or adverse selection in 
terms of psychiatric status. These findings suggest that 
the HMO and private fee-for-service sectors have sim- 
ilar responsibilities for providing psychiatric care. 

We also found that although Medicaid enrollees 
were more likely to have serious psychiatric disorders, 
the majority (54%) of all respondents with such dis- 
orders were enrolled in an HMO or fee-for-service 
plan, while 10% were Medicaid recipients. This em- 
phasizes the importance of private sector care for 
psychiatric patients, from both policy and clinical per- 
spectives. It further emphasizes the importance of iden- 
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tifying differences in access and treatment style within 
the private sector. 

Most previous studies comparing HMO and fee-for- 
sezvice enrollees have found differences in the pattern 
of utilization of mental health services for these 
groups. These studies suggest that the rate of use of 
indatient mental health care in HMOs is less and that 
the probability of using outpatient mental health care 
is greater than or at least equal to that in the fee-for- 
service sector. HMOs have also been shown to have a 
different style of treating patients with mental illness 
by substituting less expensive provider types and 
modes of therapy (2, 27, 28). 

The study reported here is consistent with the 
RAND Health Insurance Experiment (2) in that we 
found a similar probability of any outpatient mental 
health use over a short period of time but a lower rate 
(approximately 40%) of overall outpatient mental 
health visits in HMOs than in the fee-for-service sector 
for subjects with a serious psychiatric disorder. Al- 
though the HMOs relied relatively more on general 
medical providers for the mental health care of pa- 
tients with serious psychiatric disorder, this difference 
was not enough to offset the much larger difference in 
use of mental health specialty care for those with a 
serious psychiatric disorder. The overall smaller rate of 
outpatient mental health visits but similar probability 
of any outpatient mental health care implies that pa- 
tients with serious psychiatric disorder have similar 
access but incur lower outpatient costs in HMOs than 
in fee-for-service plans. 

The difference in benefit levels among the various 
private plans may have had an effect on the utilization 
results, Enrollees in fee-for-service plans were asked if 
they had outpatient mental health benefits, but only 
58% knew if they had benefits. We were thus unable to 
use these data to adjust our findings. However, all 
HMO plans represented in this study had at least 20 
outpatient mental health benefits per year, and a 1983 
survey (29) found that 94% of the subjects with fee- 
for-service insurance had some outpatient mental 
health benefits. 

From the present data we cannot determine whether 
the different style of care in HMOs resulted in greater 
morbidity or poorer quality of care among patients 
with serious psychiatric disorder. Further studies mea- 
suring morbidity and quality of care are needed to 
answer that question. By using cross-sectional data we 
were not able to delineate the effects of treatment dif- 
ferences. For example, if previous psychiatric treat- 
ment was more effective in the HMOs, then utilization 
oi specialty services might be less at a later specific 
point in time because those services were no longer 
needed. Cross-sectional data also cannot determine 
whether patients witk severe psychiatric disorder are 
more likely to leave HMOs over time. Furthermore, 
although differences in rates of psychiatric disorder 
and use of mental health services between HMO and 
fee-for-service plan members in the general population 
can be determined through community data such as 
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those presented here, an individual HMO may be more 
or less likely to exclude particular types of psychiatric 
patients or have a different utilization pattern. 
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Reliability of a Standardized Mini-Mental State Examination 


Compared With the Traditional Mini-Mental State 
Examination 


D. William Molloy, M.B., Efrem Alemayehu, B.Sc., M.D., M.Sc., 
and Robin Roberts, M.Sc. 


Objective: The objective of this study was to compare the reliability of the Mini-Mental 
State Examination with that of a new Standardized Mini-Mental State Examination, which 
has expanded guidelines for administration and scoring. Method: The subjects were 32 stable 
elderly residents of a nursing home and 16 elderly residents of a chronic care hospital unit. 
Six raters ad:ninistered the Folstein Mini-Mental State to 22 of these stable elderly subjects, 
and five raters administered the standardized version to 26 of these subjects. Each subject 
was tested on three different occasions 1 week apart. Each rater tested 4—6 subjects at the 
first and third weeks and 4—6 different subjects at the second week. The analytic technique 
used was one-way analysis of variance to estimate the interrater variance and the intrarater 
variance. Results: The intrarater variance on all occasions was reduced by 86% and the 
interrater variance was reduced by 76% when the Standardized Mini-Mental State was used; 
the reductions in variance were significant (p<0.003). The intraclass correlation for the 
Mini-Mental State was 0.69; for the standardized version it was 0.90. It took less time to 
administer the Standardized Mini-Mental State than the Mini-Mental State. Conclusions: 
The Standardized Mini-Mental State had better reliability than the Mini-Mental State in this 
study group. Although the improved reliability of the Standardized Mini-Mental State was 
achieved by reducing measurement noise, this advantage would likely occur in a broad 


spectrum of patients. 
(Am J Psychiatry 1991; 148:102-105) 


creening instruments for cognitive impairment are 

frequently used in -he elderly (1-3). The Folstein 
Mini-Mental State is the most widely used instrument 
to measure cognitive impairment in the elderly (1). 
This instrument has gained wide acceptance and has 
been used to assess cognitive function in clinical and 
epidemiologic settings 11, 4-8). 

The Mini-Mental State measures orientation to time 
and place, immediate recall, short-term memory, cal- 
culation, language, and constructive ability. The max- 
imum Mini-Mental Stzte score is 30. The guidelines 
for its administration are short, and the scores for each 
item are recorded on the test form itself. , 


Received June 20, 1989; revision received May 30, 1990; accepted 
July 5, 1990. From the Department of Medicine, McMaster Univer- 
sity and Hamilton Civic Hospitals Research Center. Address reprint 
requests to Dr. Molloy, Hamilton Civic Hospitals, Henderson Divi- 
sion, 711 Concession St., Hamilton, Ont., Canada L8V 1C3. 

The authors thank Dr. M. Folstein, Dr. D. Streiner, and A. Mo- 
hide for their assistance in the development of the Standardized 
Mini-Mental State Examinat.on. 

Copyright © 1991 American Psychiatric Association. 


102 


The Mini-Mental State is widely used because of its 
ease of administration and scoring. A substantial vol- 
ume of literature has now accumulated about its va- 
lidity (1, 4, 5). However, because the guidelines for its 
use are brief, the interpretation and scoring of answers 
are broad and subjective and may vary from one indi- 
vidual to the next. Differences between individuals 
scoring the test may affect the reliability of its scores. 

Some of the Mini-Mental State items must be 
changed to accommodate different settings such as 
clinics, hospitals, and the subjects’ homes. When it is 
administered at home, the word “‘hospital’’ has to be 
changed to “place” and the term “floor” may be irrel- 
evant. Scoring of the praxis item (interlocking 5-sided 
figures) and calculation is subjective, and an individu- 
al’s performance is affected by education (5). Because 
there is no time limit suggested for any reply, one could 
wait seconds or minutes for an answer. It is also nat 
clear how one should score near misses, e.g., when a 
subject gives the last day of the month when it is the 
first day of the next month or gives a date of the month 
that is wrong by 1 day. 
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The Mini-Mental State may be improved by devel- 
oping more precise guidelines for its execution. We 
have developed a standardized version of this test (the 
Standardized Mini-Mental State) with explicit detailed 
guidelines for its administration and scoring (available 
on request from the first author). These stricter instruc- 
tions were developed to improve the reliability of the 
instrument. 

The goal of this study was to examine the effects of 
imposing stricter guidelines for administration and 
scoring on the reliability of the Mini-Mental State. The 
interrater reliability and the intrarater reliability of the 
traditional Mini-Mental State were compared with 
those of the standardized version. 

The hypothesis tested was that the stricter directions 
in the Standardized Mini-Mental State would improve 
the reliability of the instrument. 


METHOD 


The study group comprised 48 elderly people, 32 of 
whom were residents of a nursing home and 16 of 
whom were residents of a chronic care hospital unit. 
Fourteen of the subjects were men and 34 were 
women. Their age range was 60-95 years. They suf- 
fered from a variety of conditions, including Alzhei- 
mer’s disease, stroke, arthritis, and osteoporosis. 
Twenty-two were given the Mini-Mental State and 26 
were given the Standardized Mini-Mental State. Eight 
of the subjects given the Mini-Mental State and six of 
the subjects given the Standardized Mini-Mental State 
were men. 

Subjects who were medically stable, without apha- 
sia, and without hearing impairment were included in 
the study. Subjects with acute illnesses or those taking 
drugs affecting cognitive function were excluded. Sub- 
jects who could not understand English, those with 
behavior problems, and those who had previously re- 
ceived a Mini-Mental State examination were also ex- 
cluded. 

Eleven volunteer gerontology students administered 
the instruments. These raters were recruited from ad- 
vertisements posted at a university. Six of the 11 raters 
were randomly assigned to administer the Mini-Men- 
tal State and five were randomly assigned to administer 
the Standardized Mini-Mental State. None of the rat- 
ers had been exposed to the Mini-Mental State previ- 
ously. All were given a 15-minute talk on the Mini- 


Mental State before they were randomly assigned to. 


administer the Mini-Mental State or the Standardized 
Mini-Mental State. 

Each subject was tested at weeks 1, 2, and 3. Each 
rater tested 4-6 subjects on two occasions and 4-6 
different subjects once. All subjects were tested in the 
mornings (between 9:00 a.m. and 12:00 noon). If a 
subject developed any problems that may have affected 
his or her cognitive function, the assessment was post- 
poned until the next visit (a week later). Raters re- 
corded the time for each assessment and response of 
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the subject to each question. The raters were asked not 
to discuss the assessments with the:r colleagues until 
the study was completed. 

Each subject tested with the Mini-Mental State was 
asked to do serial 7s or, alternatively, to spell “world” 
backwards as stated on the test itself. Those subjects 
who were tested with the Standardized Mini-Mental 
State were asked to perform serial 7s d-ring the test 
and to spell “world” backwards at tke end. Total 
scores for the Standard:zed Mini-Mertal State re- 
ported here do not include the score from the spelling 
task. 

The assessment schedule was arranged so that the 
same rater assessed a patient at weeks 1 and 3 and a 
different rater assessed the patient at week 2. The vari- 
ability between scores for any particular subject from 
week 1 to week 2 or from week 2 to weex 3 represents 
the between-rater (interrater) variat.on, and the vari- 
ability from week 1 to week 3 repr2senzs the within- 
rater (intrarater) variation. The analyzic technique 
used was one-way analysis of variance :ANOVA) (9, 
pp. 167—170) to estimate the intrarater variance and 
the interrater variance. Direct comparisons between 
the variance components (both within and between 
observers) resulting from the Mini-Mertal State and 
the Standardized Mini-Mental State werz achieved by 
using the variance ratio iF) test ($, pp. 37-41). The 
intraclass correlation (9, pp. 184-15) was computed 
as a measure of overall reliability. 


RESULTS 


The mean+SD scores at weeks 1, 2, and 3 for sub- 
jects given the Mini-Mental State were 17.71+48.49, 
19.8+8.09, and 20.11+7.25. The scozes for those 
given the Standardized Mini-Mental State were 25+ 
4.54, 23.50+6.67, and 24.50+6.20 The mean differ- 
ences over time were small, and formal s-atistical com- 
parison with two-way ANOVA indicated nonsignificant 
Time differences for both the Mini-Mertal State (F= 
1.66, df=2, 32, p=0.21) and the Standardized Mini- 
Mental State (F=1.61, df2, 50, p=0.21). 

Since there were no consistent changes over time, the 
variability of scores among the three measures for any 
subject represents the inherent test-retest -eproducibil- 
ity of the instrument when administered by different 
raters (week 1 versus week 2 and week 2 versus week 
3) or by the same rater on two different occasions 
(week 1 versus week 3). 

The simplest measure of the level of reproducibility 
is the within-subject stancard deviatton—the variation 
in a series of scores from the same subject. If these 
scores were all derived from the same rater we would 
expect the variation (standard deviation) to be smaller 
than if a different rater was used to -est the subject on 
each occasion. Similarly, if one form of tke test, say the 
Standardized Mini-Mental State, wes mire reproduc- 
ible than the other, it would have lower within-subject 
standard deviations, both in the situatizn where the 
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TABLE 1. Within-Subject Standard Variations (Reproducibility) 
and Intraclass Correlations for the Mini-Mental State and the 
Standardized Mini-Mental State 


Same Different Raters 
Raters S 
Week1 Weeki Week 2 
Versus Versus Versus 
Item Week3 Week2 Week3 
Within-subject standard 
variation 
Mini-Mental State 4.8 4.8 039 
Standardized Mini-Mental ; 
State 1.8 2.1 2.1 
Reduction (%) 63° 55° 45° 
Intraclass correlation: 
Mini-Mental State 0.69 0.69 0.78 
Standardized Mini-Mental 
State 0.92 0.90 0.89 
Increase (%) ` 33 30 14 


aF=7.2, df=20, 26, p<0.0001. 
bp=50, df=21, 26, p<0.0C01. 
€F=3.3, df=19, 26, p=0.003. 


same rater was used and when different raters were 
used. 

The pooled within-subject standard deviation was 
estimated by using one-way ANOVA separately for 
the situation when the same rater or different raters 
were involved and separately for the Mini-Mental 
State and the Standardized Mini-Mental State. For ex- 
ample, the Mini-Mental State was administered to 18 
subjects at week 1 and week 3 by the same raters. 
One-way ANOVA with Subjects as the grouping fac- 
tor yields a pooled within-subject standard deviation 
of 4.8 (see table 1). The equivalent data for the Stan- 
dardized Mini-Mental State yield a within-subject 
standard deviation of only 1.8, indicating that the 
Standardized Mini-Mental State had better reproduc- 
ibility. A comparison of these two standard deviations 
(i.e., the corresponding variances) by an F test indi- 
cates a highly significant difference in reproducibility 
between the two tests (see table 1). 

The Standardized Mini-Mental State Examination 
had significantly lower within-subject standard devia- 
tion for all comparisons in table 1, both when the same 
rater was involved and when different raters assessed 
the subjects (see table 1). 

The distribution of scores did not affect the reliabil- 
ity of the Standardized Mini-Mental State. The main 
reason the Standardized Mini-Mental State was more 
reliable was because it reduced the intrarater variance. 
We stratified subjects into those with low (21 or less) 
and high (more than 21) scores to examine the effect of 
the value of the scores on reliability. The within-sub- 
ject standard deviations of the higher-scoring group 
were 3.0 for the Mini-Mental State and 1.7 for the 
Standardized Mini-Mental State. The within-subject 
standard deviations for the lower-scoring group were 
4.4 for the Mini-Mental State and 2.0 for the Stan- 
dardized Mini-Mental State. Within each group the 
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within-subject deviation was almost halved for the 
standardized version of the test. 

Within-subject standard deviations represent the in- 
herent “noise” associated with the measurement of 
cognitive function. Whether the noise is acceptable in 
terms of an instrument’s performance depends on the 
strength of the “signal” we wish to detect with the test. 
The term “reliability” is used to describe an instru- 
ment’s ability to distinguish differences between sub- 
jects and is analogous to a signal-to-noise ratio. The 
most usually quoted measure of reliability is the intra- 
class correlation, which is the proportion of the total 
variance that comprises the between-subject differ- 
ences as opposed to measurement error. 

The intraclass correlation for the same rater assess- 
ing a subject increased from 0.69 for the Mini-Mental 
State to 0.92 with the Standardized Mini-Mental State. 
Similar improvements in intraclass correlation were 
seen with the Standardized Mini-Mental State even 
when different raters were involved (see table 1). 

The mean time required for each interview with the 
Mini-Mental State was 13.39 minutes, which was sig- 
nificantly greater than that required for the Standard- 
ized Mini-Mental State (10.47 minutes) (t=2.92, df= 
124, p=0.004). 

The mean scores for spelling “world” backwards 
and serial 7s for 25 of the subjects who were given the 
Standardized Mini-Mental State were 3.88+1.43 and 
2.36+1.61, respectively. This difference was statisti- 
cally significant (t=3.820, df=24, p<0.001). 


DISCUSSION 


These findings show that the Standardized Mini-Men- 
tal State is more reliable than the Mini-Mental State. 
Different raters were used for both tests, and the as- 
sessments were done independently. This study design 
was used to determine interrater reliability and to avoid 
any contaminating effects of nonverbal communication 
between raters during simultaneous administrations. 

There was no improvement in the scores obtained at 
weeks 1, 2, and 3 for both the Mini-Mental State and 
the Standardized Mini-Mental State, indicating no 
learning effect in the administration of the test three 
times in 3 weeks. 

We compared the two tasks of spelling “world” 
backwards and calculating serial 7s in 25 of the sub- 
jects who were given the Standardized Mini-Mental 
State. The guidelines for administration of the Mini- 
Mental State suggest that these two tasks can be used 
alternatively to test attention and calculation. How to 
score the spelling of “world” backwards is not stated 
clearly in the Mini-Mental State. Since we could not 
obtain scores for both tasks in the Mini-Mental State, 
in this study we compared the two tasks only in the 
subjects tested with the Standardized Mini-Mental 
State. 

All but two subjects scored less on serial 7s than on 
the spelling task. The difference in mean scores be- 
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tween these two items was statistically significant. For 
elderly patients who cannot spell “world” backwards, 
the alternative use of serial 7s may not be applicable 
because the task was more difficult and the elderly 
scored lower on this task. These two tests are not com- 
parable. Although this finding is not generalizable to 
all elderly populations, further study needs to be done 
to resolve this issue. 

It took less time to administer the Standardized 
Mini-Mental State than the Mini-Mental State. This 
may be due to the clearer guidelines for the adminis- 
tration, scoring, and timing of the responses in the 
Standardized Mini-Mental State. In the Mini-Mental 
State there are no clear guidelines or time limits, and 
the rater could wait a long time for an answer. In the 
Standardized Mini-Mental State we give reasonable 

. time limits for answers, commensurate with the tasks, 
based on our experience with this instrument in clini- 
cal trials and in the day-to-day assessment of elderly 
patients with cognitive impairment (7, 8). 

Providing a finite time helps the rater to limit the 
time taken to administer the instrument. Without these 
guidelines raters may have difficulty knowing how 
long they should wait for a response before they pro- 
ceed to the next task. This may explain why the raters 
took longer to administer the Mini-Mental State. 

We believe that the expanded guidelines in the Stan- 
dardized Mini-Mental State make the Mini-Mental 
State easier to administer and increase the reliability of 
the instrument. However, some care should be exer- 
cised in interpreting our intraclass correlations. Al- 
though one might expect the measurement noise asso- 
ciated with cognitive function to be reasonably stable 
with different subgroups of geriatric subjects, the het- 
erogeneity of these subgroups of subjects may vary 
markedly. This would affect the intraclass correlation 
in different subgroups. 
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This does not mean thet the intraclass correlation is 
inappropriate as a measure of reliability, but it does 
suggest that the reliability of an instrument varies de- 


- pending on the patient group in which it is being used. 


The intraclass correlations reported in this paper are 
typical for a chronic care-nursing home group. Al- 
though the improved re iability of the Standardized 
Mini-Mental State in this study was achieved by re- 
ducing measurement noise, we believe that this advan- 
tage would likely occur in a broad spectrim of patient 
groups. 
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Neuropsychological Testing of Patients 
With Borderline Personality Disorder 


Kathleen M. O’Leary, M.S.W., Pim Brouwers, Ph.D., David L. Gardner, M.D., 
and Rex W. Cowdry, M.D. 


Objective and Method: This study examined whether a battery of neuropsychological tests 
could detect cognitive deficits—particularly in the areas of perception, learning, and mem- 
ory—in patients with borderline personality disorder. The test battery was completed by 16 
research outpatients with borderline personality disorder, typified by behavioral dyscontrol 
and diagnosed according to DSM-III-R criteria and the Diagnostic Interview for Borderline 
Patients. A comparison group of 16 normal volunteers also completed the test battery. 
Results: The performance of the borderline patients was significantly impaired in comparison 
with that of the normal group on memory tests requiring uncued recall of complex, recently 
learned material. Cues given on an auditory memory task partially corrected that deficit. The 
patients’ performance was also significantly impaired on several visual perceptual tests. 
These deficits do not appear to have been attributable to attentional problems, psychomotor 
impairment, current major depression, or history of alcohol abuse. Conclusions: The ob- 
served difficulties in separating essential from extraneous visual information and in recalling 
complex material may be relevant in understanding some of the clinical features of borderline 
personality disorder. The observed memory improvement resulting from cueing suggests 


specific strategies that may be used to aid patients’ recall of complex material. 


(Am J Psychiatry 1991; 148:106—111) 


he clinical literature on borderline personality dis- 
order is replete with examples of memory impair- 
ment and cognitive distortions occurring in psycho- 
therapy and in daily life. Zetzel (1) emphasized the 
hysterical style characteristic of patients with border- 
line disorders, and Kroll (2) recently reemphasized his- 
trionic features of borderline personality disorder, in- 
cluding a “tendency toward global perceptions with a 
loss of attention to details, distortion of the meaning of 
an event, patterns of confusion and spotty amnesias.” 
In spite of these recurring observations, there has been 
little neuropsychological testing to examine whether 
these impairments can be demonstrated in an objective 
manner and, if so, whether they are attributable pri- 
marily to motivated defensive operations of the ego or 
to more fundamental problems with perception, cog- 
nition, and memory in borderline personality disorder. 
The psychological testing literature thus far has fo- 
cused on the “intact WAIS/disturbed Rorschach” pat- 
tern supposedly characteristic of borderline personal- 
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ity disorder, in which intact performance on structured 
psychological tests such as the WAIS contrasts wita 
“psychotic” thinking on unstructured projective tests 
such as the Rorschach (3—6). A review of recent liter- 
ature, however, suggests that there is only limited ev- 
idence to support the validity of this pattern (7, 8). 
Furthermore, testing limited to the WAIS and the Ror- 
schach test leaves unaddressed a vast area of neurc- 
psychological functioning in borderline personality 
disorder. To our knowledge, only one report of the 
administration of quantitative neuropsychological test 
batteries has been published (9). No cognitive deficits 
in borderline patients were found, but the use of his- 
torical norms rather than a normal comparison group 
clouds the interpretation of that study. 

~ Through the administration of a comprehensive bat- 
tery of neuropsychological tests and comparison with 
a group of normal volunteers, we sought to examine 
several broad questions. Could such a battery be used 
to identify cognitive disturbances in borderline persor.- 
ality disorder patients? In particular, could problems 
in the areas of perception, learning, and memory be 
identified? Is major depression or a history of alcohol 
abuse related to impaired performance in this popula- 
tion? How might any impairments relate to the clinical 
presentation of these patients? 
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METHOD 


Sixteen research outpatients with borderline person- 
ality disorder and 16 normal volunteers completed a 
battery of neuropsychological tests. The borderline pa- 
tients had been referred by mental health professionals 
in the community and participated in a 3-week inpa- 
tient research program if they 1) met the DSM-III-R 
criteria for borderline personality disorder, verified by 
the Structured Interview for the DSM-III Personality 
Disorders (10, 11); 2) had a score of at least 7 on the 
Diagnostic Interview for Borderline Patients (12); 3) 
showed clear behavioral evidence of dyscontrol—sui- 
cide attempt, self-injury, violence toward persons or 
property, or any combination of these; 4) were:in the 
age range of 18—45 years; 5) had no cardiovascular, 
renal, hepatic, or seizure disorder; and 6) had no his- 
tory of drug or alcohol dependence according to DSM- 
IH-R criteria within the past 2 years. Presence or 
absence of a current affective disorder according to 
DSM-III-R criteria was determined through clinical in- 
terviews conducted by one of the authors (D.L.G.) and 
one of two other staff psychiatrists at the National 
Institute of Mental Health. Past alcohol abuse was also 
rated according to DSM-III-R criteria by using self- 
reports and record review. No subject had a history of 
drug dependence or abuse. All medications were with- 
drawn from the patients at least 2 weeks before ad- 
mission to the study. 

Sixteen healthy volunteers were recruited through 
advertisement and through the National Institutes of 
Health normal volunteer office. All were screened by 
means of clinical interviews. The gender composition 
of the patient group and the normal volunteer group 
was identical (13 female and three male subjects in 
each). There was no significant difference in age be- 
tween the groups: for the borderline patients, mean+ 
SD=29.4+7.3 years, range=20—41; for the normal 
subjects, 27.5+6.4 years, range=21-45 (t=—0.78, 
df=30, n.s., two-tailed test), All patients and normal 
volunteers had completed at least 12 years of educa- 
tion; the mean+SD was 15.1+2.1 years for the pa- 
tients and 15.5+2.4 years for the normal comparison 
subjects (t=0.54, df=30, n.s., two-tailed test). All of 
the normal volunteers were without histories of psy- 
chiatric disorders, neurological disorders, and drug 
and alcohol abuse and denied recent use of both pre- 
scription medication and illicit drugs. None had a fam- 
ily history of psychiatric disorders in first-degree rela- 
tives. Parental and sibling history was not obtainable 
for one volunteer who had been adopted as an infant. 
Written informed consent was obtained from all pa- 
tients and normal volunteers. 

The test battery was designed to assess several cat- 
egories of cognitive functioning: general intelligence, 
problem solving, and hypothesis formation; simple 
and complex visual and auditory memory; filtering of 
complex visual stimuli; and general psychomotor per- 
formance. All tests used are listed in table 1. A single 
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examiner (K.M.O.) administered all tests, using stand- 
ard methods except where noted later in the paper. 

Because a number of dependent variables were not 
distributed in a normal fashion, group differences were 
analyzed with the Wilcoxon rank sums test (see table 
1). A stepwise discriminent function analysis and a 
subsequent classification analysis with a jackknife pro- 
cedure were performed to identify a core group of var- 
iables with relatively independent power to discrimi- 
nate between the borderline and normal groups. 


RESULTS 


The mean WAIS-R (13) full-scale IQs and verbal IQs 
in both groups were in the high average range and 
were not significantly diferent. Performance IQ was 
significantly lower in the borderline personality disor- 
der group (see table 1). This difference was attributable 
primarily to a highly signiñcant difference on the digit 
symbol subtest, a coding test that assesses psychomo- 
tor performance and visual discrimination and filter- 
ing. The Wisconsin Card Sorting Test (14), which as- 
sesses hypothesis formaticn, problem solving, and the 
ability to shift set, did not discriminate between the 
patients and the normal volunteers. 

On the Wechsler Memory Scale (15) logical memory 
(story recall) subtest, in which subjects were asked to 
remember stories they hac been told by the examiner, 
both immediate and delared recall of story elements 
was lower in the borderlin2 personality disorder group 
(table 1). Following delayed recall, subjects were given 
cues to aid the recall of story elements nct previously 
remembered. Cueing procuced a significently greater 
number of additional story elements recalled in the 
borderline group; after cues, there was no significant 
difference between groups. Borderline patients demon- 
strated no impairment oa other Wechsler Memory 
Scale subtests, which assess memory for simple visual 
and auditory items. Nor d-d they show impairment on 
the Seashore tests (16), which assess perception and 
memory of nonverbal auditory tones. 

On the Rey-Osterrieth test (17, 18), which involves 
copying and then drawing from memory a complex 
visual figure, the copy score of the patients with bor- 
derline personality disorder was almost identical to 
that of the normal volunteers, but the patients’ scores 
were significantly lower on recall after $ minutes and 
delayed recall after 45 mirutes (table 1). This suggests 
intact visuoperceptual and visuomotor skills but im- 
paired complex visual memory. On the Corsi Blocks 
(19), which is a visual analogue of the WAIS-R digit 
span subtest and requires the subject to remember and 
point out increasingly long patterns of three-dimen- 
sional blocks on a board, zhe performance of the bor- 
derline personality disorder patients was significantly 
impaired on both the forward and backward tests. 

On the Embedded Figures Test (20), wich requires 
subjects to remember a simple geometric shape they 
are shown and then use v-sual discrimination and fil- 
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TABLE 1. Neuropsychological Test Scores of 16 Borderline Personality Disorder Patients and 16 Normal Comparison Subjects 


Normal Subjects Borderline Patients 


p Value 
Neuropsychological Test Mean SD Mean SD <0.19° 
General intelligence and problem solving 
WAIS-R 
Information 12.13 2.75 12.75 1.65 — 
Digit span 12.38 2.80 11.75 2.52 = 
Vocabulary 13.06 2.79 14.00 2.53 — 
Arithmetic 11.31 2.39: 10.69 2.36 — 
Comprehension 13.06 2.46 12.88 2.87 — 
Similarities 12.44 2.58 12.06 1.98 — 
Picture completion 11.63 1.93 11.63 2.33 — 
Picture arrangement 12.38 2.75 10.88 2.85 — 
Block design 10.88 1.96 10.94 2.08 — 
Object assembly 10.75 2.11 10.00 1.86 — 
Digit symbol 13.19 2.10 10.75 1.73 <0.002 
Verbal IQ 115.50 14.48 114.88 10.61 — 
Performance IQ 112.81 9.44 104.75 11.72 <0.04 
Full-scale IQ 116.44 13.23 111.75 11.24 — 
Wisconsin Card Sorting Test 
Categories achieved 6.00 0.00 5.88 0.50 — 
Perseverative errors 7.25 3.45 8.75 6.42 — 
Nonperseverative errcrs 5.25 3.51 8.13 6.57 — 
Trials to first category 12.44 3.69 15.06 7.28 — 
Unique responses 0.25 0.77 0.50 0.89 — 
Failure to maintain set 0.69 1.14 0.63 1.02 — 
Memory 
Wechsler Memory Scale 
Logical memory (stories) 12.81 2.53 10.42 3.62 <0.03 
Delayed logical memcry 10.72 2.35 8.67 2.75 <0.03 
Improvement from cues 2.56 1.55 4.19 1.72 <0.01 
Logical memory with cues 11.92 2.49 10.69 2.89 — 
Visual reproduczion 12.56 1.03 11.25 2.89 > — 
Associate learning 19.00 1.59 18.56 2.13 — 
Delayed associate learning 6.63 0.50 6.66 0.70 — 
Digits forward 7.75 1.84 7.06 1.29 — 
Digits backward 6.63 1.41 5.88 1.15 <0.68 
Memory quotient 125.88 11.80 118.56 12.10 <0.08 
Seashore tests 
Rhythm 26.93 2.25 26.31, 2.82 — 
Tonal memory 25.73 4.35 23.06 5.32 — 
Rey-Osterrieth test : 
Copy 34.75 1.48 33.50 2.71 — 
Copy time 275.36 156.62 253.73 109.15 — 
Recall 25.97 5.02 18.81 7.53 <0.02 
Delayed recall 26.06 4.73 20.30 6.85 <0.03 
Visual perception 
Corsi Blocks 
Forward 6.75 1.18 5.81 0.98 <0.C2 
Backward 6.06 0.93 5.38 1.15 <0.05 
Embedded Figures Test 
Score 35.06 21.60 70.94 41.87 <0.003 
Number of failures 0.69 1.01 2.88 3.16 <0.002 
Road-map Test 
Number of errors 1.13 1.82 2.00 2.90 — 
Time (sec) 97.75 18.05 127.56 46.74 <0.02 
Facial Memory Test 24.69 3.28 23.31 4.81 — 
Verbal Incidental Learning Test 
Free recall 8.67 2.61 8.47 2.92 — 
Recognition memory 29.00 1.46 28.40 1.55 — 
Visual Search and Neglect Test 
Number of errors 0.00 0.00 0.31 1.01 — 
Number of omissions 2.00 4.00 1.50 1.71 — 
Time (sec) 121.13 37.04 139.94 41.35 ae 
Street Gestalt Completion Test 9.81 1.51 10.13 1.54 — 





*All group differences were analyzed with the Wilcoxon rank sums test. 


tering to identify the shape within a more complex paired, as indicated by both the mean score and the 
one, the borderline patients’ performance was im- number of failures, a measure we had added (table 1). 
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On Money’s Standardized Road-map Test of Direction 
Sense (21), which assesses spatial orientation and vi- 
sual discrimination and filtering by requiring the sub- 
ject to describe turns in the path the examiner is trac- 
ing among a grid of lines, there was no difference 
between groups on errors, but the borderline patients 
were significantly slower on the time measure, which 
we had added. There were no significant group differ- 
ences on four other visual perception tests: the Facial 
Memory Test, the Verbal Incidental Learning Test, the 
Visual Search and Neglect Test (all designed by P.B.), 
and the Street Gestalt Completion Test (22). 

On the tests in which there were significant difiee 
ences between the borderline personality disorder 
group and the normal comparison subjects, we exam- 
ined the possible role of major depression and history 
of alcohol abuse within the borderline group by com- 
paring the scores of the borderline patients who had 
each characteristic with the scores of the borderline 
patients who did not have each characteristic. Neither 
current major depression (N=7, none with melancho- 
lia) nor a history of alcohol abuse (N=6) was signifi- 
cantly associated with lowered performance on any of 
the items that discriminate borderline personality dis- 
order patients from normal subjects. 

A stepwise discriminant function analysis was per- 
formed to identify the variables with the greatest inde- 
pendent power to discriminate between the borderline 
patients and the normal comparison group. After entry 
of the most powerful single discriminator, the WAIS-R 
digit symbol subtest score (R?=0.31, F=13.0, df= 
1, 29, p<0.002), two additional variables that were 
almost equally powerful independent discriminators 
were identified: the Rey-Osterrieth recall score (partial 
R*=0.19, F=6.7, df=1, 28, p<0.02) and the improve- 
ment from cues score on the Wechsler story recall (par- 
tial R*=0.19, F=6.5, df=1, 28, p<0.02). Each of 
these two variables remained a powerful discriminator 
after entry of the other into the discriminant function, 
and no fourth variable contributed significant power 
to the discriminant function. The three discriminator 
variables were then used in a series of discriminant 
function classification analyses with a jackknife proce- 
dure; this resulted in the correct classification of 
87.5% (N=28) of the 32 subjects. 


DISCUSSION 


This group of patients with borderline personality 
disorder demonstrated significant deficits on the Wech- 
sler Memory Scale story recall, on recall of the Rey- 
Osterrieth figures, on the Embedded Figures Test, on 
the Corsi Blocks, on the Road-map Test, and on the 
WAIS-R digit symbol subtest. Two major dimensions 
of neuropsychological functioning were identified in 
these discriminating items: memory and the process of 
visual discrimination and filtering. 

The observed memory deficits seem to be partly a 
factor of the complexity of the material. The perfor- 
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mance of the borderline patients was equivalent to that 
of the normal volunteers on a simple visual memory 
task (Wechsler visual reproduction) and a simple au- 
ditory memory task (Wechsler associate learning) but 
was impaired on a complex visual memory task (Rey- 
Osterrieth) and on a complex auditory memory task 
(Wechsler story recall, immediate and delayed). Ap- 
parent memory deficits can result from problems with 
initial learning, retention, or recall of the material. Our 
patients had difficulty with spontaneous recall of com- 
plex stories. However, wien cues to the “forgotten” 
story elements were provided (e.g., “Do you remember 
where the robbery took place?’’), the patients’ perfor- 
mance approached that of the normal subjects. This 
pattern suggests that the problem may lie less in an 
initial learning deficit and more in recalling learned 
material without cues. 

Contrary to clinical anecdotal reports of the diffi- 
culties borderline personality disorder patients experi- 
ence in retaining even a visual representation of their 
therapists in their minds, the performance of these bor- 
derline patients was not impaired on the Facial Mem- 
ory Test. However, this test is not affect-laden and 
does not assess true “evocative memory,” the ability to 
summon images from within that is reportedly defi- 
cient in borderline personality disorder (23), since the 
subject is only required to recognize the correct faces 
among a larger series of faces. 

Clinicians commonly okserve that patients with bor- 
derline personality disorder have difficulty remember- 
ing past experiences, incliding previous therapy ses- 
sions. This difficulty with recall is often felt to be 
defensive in nature. Our preliminary results suggest 
that the memory difficulties experienced by borderline 
patients may not be confined to emotion-laden, con- 
flictual material but may represent a broader deficit in 
remembering complex material. Such memory deficits 
might contribute to the difficulties borde-line patients 
experience in maintaining a continuous sense of self 
and in using the past to respond to present events and 
predict future consequences. 

Therapists may find that encouraging patients’ use 
of self-ratings, diaries, and other concrete aids to mem- 
ory can facilitate recall, much as patients’ use of 
transitional objects may cue evocative memory. Our 
tentative results also suggest that verbal cueing may 
assist in the recall of “forgotten” material (e.g., “Do 
you remember that when this happened before, you 
felt... 7”). 

The borderline personality disorder patients also 
experienced significant difficulty on four tests requir- 
ing what we call visual filtering and discrimination, 
i.e., filtering out extraneous stimuli and selecting rele- 
vant visual details from a complex field. Impaired per- 
formance on two of these (the Embedded Figures Test 
and the Corsi Blocks) might be attributable to the 
tests’ memory components, but impaired performance 
on the WAJS-R digit symbol subtest and on the Road- 
map Test suggests a problem independent of memory 
difficulties. 
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In contrast to these results, the borderline patients 
did not have difficulty with elaborating an incomplete 
drawing on the Street Gestalt Completion Test or in 
organizing elements into a whole, as on the WAIS-R 
object assembly and block design subtests. 

The apparent difficulties with visual discrimination 
and filtering in borderline personality disorder can be 
conceptualized in several intriguing ways. Witkin, who 
originated the Embedded Figures Test, felt that poor 
performance on this test reflects strong field depen- 
dency, in which perceptions of individual details are 
strongly influenced by the surrounding context (19). 
He believed that strong field dependency tends to be 
associated with poor psychological differentiation. The 
difficulties of borderline patients in observing and re- 
calling details of a complex figure or story also suggest 
a hysterical cognitive style, consistent with clinical de- 
scriptions of the borderline cognitive style and with the 
classification of borderline personality disorder in the 
dramatic cluster of personality disorders. 

Since many neuropsychological tests inherently as- 
sess attention, motivation, and psychomotor perfor- 
mance, we examined these factors in relation to the 
pattern of impairment in borderline personality disor- 
der. The Visual Search and Neglect Test, which re- 
quires high attention, sustained motivation, and psy- 
chomotor performance on a simple task, showed no 
group difference between the borderline patients and 
the normal volunteers. Of the three WAIS-R subtests 
that have a considerable attentional component (digit 
span, arithmetic, and digit symbol), only the digit sym- 
bal subtest showed a significant difference between the 
groups. Similarly, of the four WAIS-R performance 
subtests with a psychomotor component (object as- 
sembly, block design, picture arrangement, and digit 
symbol), again only the digit symbol subtest showed a 
group difference. The Jower scores on recall in the Rey- 
Osterrieth test were not attributable to psychomotor 
skills, since there was no significant difference between 
the patients and the normal subjects in copy score. 
Finally, an analysis of the effects of major depression 
and prior alcohol abuse suggested that these factors 
did not account for the observed deficits in the border- 
line personality disorder patients’ performance. 

Any small-scale stucy using an extensive battery of 
tests must be regarded as exploratory. Although the 
number of significant differences we observed (12 of 
49) far exceeds that expected on the basis of chance 
alone, and the differences appear to form a meaningful 
pattern, the results must be replicated before conclu- 
sions are drawn about neuropsychological functioning 
in borderline personality disorder. 

These results may not be typical of all patients with 
borderline personality disorder according to the DSM- 
II-R criteria. Although our borderline subjects had 
long-standing, firmly established diagnoses, they were 
characterized by particularly prominent behavioral dys- 
centrol, They were also of above-average intelligence, 
able to cooperate with an extensive program of re- 
search, and able to tolerate being medication free for 


110 


several weeks. Patients with recent alcohol/drug de- 
pendence were excluded from the study, and the sub- 
group of depressed borderline patients included no 
melancholic patients. 

Our preliminary results suggest several questions for 
future research. Are the observed memory deficits due 
to impaired encoding, impaired retrieval, or both func- 
tions? Are memory difficulties more prominent with 
affect-laden material? Will neuropsychological testing 
suggest any specific anatomical regions of interest? For 
example, we observed poor performance on tasks that 
may be particularly sensitive to impairment in both the 
dominant temporal lobe (Wechsler Memory Scale log- 
ical memory subtest) and the nondominant temporal 
lobe (Rey-Osterrieth test, Embedded Figures Test, 
Corsi Blocks). 

Ultimately, confirmation of specific neuropsycholog- 
ical abnormalities in some patients with borderline 
personality disorder may have important implications 
for clinical work with these patients. It is therapeuti- 
cally valuable to know that some borderline patients 
may have genuine impairment in filtering information 
and recalling complex material, in addition to their 
“motivated” forgetting and defensive cognitive styles. 
It is additionally useful for clinicians to know that cue- 
ing can help in the retrieval of material. While no one 
would suggest that neuropsychological deficits are the 
cause of this complex personality disorder, deficits in 
visual perception and in retrieval from memory may 
contribute to the cognitive difficulties observed in bor- 
derline personality disorder. 
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A Family-Genetic Study of Girls 
With DSM-III Attention Deficit Disorder 


Stephen V. Faraone, Ph.D., Joseph Biederman, M.D., 
Kate Keenan, B.A., and Ming T. Tsuang, M.D., Ph.D., D.Sc. 


Objective: The authors evaluated family-genetic risk factors in girls with attention deficit 
disorder and compared these results to findings in the authors’ previous study of boys with 
attention deficit disorder. Method: Twenty-one girls with attention deficit disorder and 20 
normal comparison girls were consecutively ascertained from a pool of existing and new 
referrals from a pediatric psychopharmacology unit and a medical pediatric unit of the same 
urban hospital. First-degree relatives of the attention deficit disordered girls (N=69) and of 
the normal girls (N=71) were also assessed. Both groups of girls and their relatives were 
evaluated on the basis of structured diagnostic interviews conducted by raters who were 
blind to the clinical status of the probands. Results: The relatives of the girls with attention 
deficit disorder had higher risks for attention deficit disorder, antisocial disorders, major 
depression, and anxiety disorders. The higher risk for attention deficit disorder could not be 
accounted for by gender or generation of relative, age of proband, social class, or family 
intactness. These findings are highly consistent with the findings in the authors’ previous 
study of boys with attention deficit disorder, which was conducted with identical methods. 
Conclusions: This study provides further support for the validity of the diagnosis of attention 
deficit disorder in girls and suggests that the genders share a common biological substrate. 


(Am J Psychiatry 1991; 148:112-117) 


A ttention deficit disorder is a highly prevalent het- 
erogeneous disorder now estimated to affect 6% 
to 9% of school-age children (1, 2). Although two to 
nine times as prevalent in boys as in girls (1-3), it is 
nevertheless a noteworthy cause of psychiatric disabil- 
ity in girls. However, little is known about the syn- 
drome in girls because most studies of attention deficit 
disorder have provided little or no information about 
females (4, 5). Although some reasons for the dearth of 
information about girls are unknown, the focus on 
boys has probably been due to their greater prevalence 
of the disorder and the desire of researchers to obtain 
homogeneous samples. 

Overall ratings of psychopathology, personality, 
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emotional functioning, and response to stimulants do 
not differentiate boys and girls with attention deficit 
disorder (5, 6). However, the available literature on 
girls with attention deficit disorder (7, 8) indicates that 
they have higher rates of cognitive impairment, depres- 
sion, and low self-esteem and lower rates of severe 
behavioral disturbances than boys with the disorder. 
In addition, lower prevalences of maternal depression 
and marital discord have been found in the families of 
girls with attention deficit disorder than in the families 
of such boys (4). Because family disruption and severe 
behavioral disturbances are observed less frequently 
among girls than among boys with attention deficit 
disorder, they may be less likely to come to the atten- 
tion of health care providers (3, 9). For example, girls 
with attention deficit disorder are also less likely than 
boys to receive stimulant treatment despite findings 
that their response to treatment may be the same (5). 
This underidentification and undertreatment of girls 
with attention deficit disorder may have substantial 
mental health and educational implications, suggesting 
that research is needed to develop a better understand- 
ing of clinical indicators of attention deficit disorder in 
girls. 

Family-genetic studies have consistently found rela- 
tives of boys with attention deficit disorder or hyper- 


Am J Psychiatry 148:1, January 1991 


activity to be at greater risk for attention deficit disor- 
der and other psychiatric disorders than relatives of 
boys without attention deficit disorder (10-16). The 
familial transmission of attention deficit disorder 
among families with a son who has the disorder pro- 
vides external validation for the diagnosis in boys and 
suggests genetic influences in the disorder. The exten- 
sion of these findings to girls would provide further 
support for the validity of the attention deficit disorder 
diagnosis in girls and suggest that the genders have a 
common biological substrate. In this report we exam- 
ine familial risk factors in girls with attention deficit 
disorder and in normal comparison girls and compare 
these results to our previously published data on boys 
with attention deficit disorder (11). 


METHOD 


This study was an extension of a previously reported 
study cf 73 boys with attention deficit disorder, which 
was conducted with identical methods (11). The 21 
girls with attention deficit disorder were Caucasian, 
non-Hispanic, nonadopted 6—17-year-old outpatients, 
consecutively ascertained from the pool of existing and 
new referrals to a pediatric psychopharmacology unit 
and a medical pediatric clinic of an urban hospital. All 
but one of the girls with attention deficit disorder met 
the clinical criteria for the diagnosis of attention deficit 
disorder with hyperactivity according to DSM-III; the 
other one met the criteria for attention deficit disorder 
without hyperactivity. These girls had severe symp- 
toms that resulted in their referral to a specialized psy- 
chopharmacology clinic. Clinical diagnosis was based 
on clinical interviews with the child and family by 
child psychiatrists. The symptoms reported were man- 
ifested both at home and in school. The clinical diag- 
nosis of attention deficit disorder was also confirmed 
by a structured psychiatric interview with the mother 
by a trained rater; the interview used was the Diag- 
nostic Interview for Children and Adolescents—Parent 
Version (DICA-P) (17, 18). Although clinically all but 
one of the girls met the DSM-III criteria for attention 
deficit disorder with hyperactivity, the diagnostic con- 
firmation with the DICA-P did not permit the differ- 
entiation of attention deficit disorder with and without 
hyperactivity. The 20 normal comparison girls were 
referred from the pediatric primary care service of the 
same hospital. They were screened for absence of med- 
ical and psychiatric disorders by asking the parent or 
the pediatrician if the child had any known medical or 
psychiatric problem. 

The probands and all available first-degree biologi- 
cal relatives were evaluated through structured diag- 
nostic interviews by raters who were blind with respect 
to the clinical status of the probands; 69 relatives of 
the girls with attention deficit disorder and 71 relatives 
of the normal girls were interviewed. The psychiatric 
assessments of the probands and their siblings were 
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also based on the DICA-P interviews with the mothers. 
The diagnostic assessments of the parents were based 
on a direct interview with each parent, in which the 
rater used the National Institute of Mental Health Di- 
agnostic Interview Schedule (DIS) (19, 20) to cover 
adult disorders and an addendum based on the 
DICA-P to cover childhood disorders. A diagnosis was 
considered positive if, based on the interview results, 
the DSM-III criteria were unequivocally met. Like 
Costello et al. (21) and Milich et al. (22), we did not 
differentiate between aggressive and nonaggressive con- 
duct disorders. Since the structured interviews generate 
diagnostic information atout both past and current 
disturbances, the rates of illness reported here are life- 
time prevalences. 

The interviews were conducted by four trained rat- 
ers with undergraduate degrees in psychology, and in- 
terrater reliability was established. The training con- 
sisted of familiarization with the study design and 
objectives, DSM-III, and the DICA-P and DIS. During 
training the raters first observed interviews carried out 
by experienced raters and clinicians and subsequently 
conducted at least two incerviews while observed by 
senior raters before starting to rate independently. The 
raters were supervised by one of us (J.B.). The inter- 
views were audiotaped for random review and reliabil- 
ity assessments. The kappa coefficients c= agreement 
among raters were greater than 0.95 for tke diagnoses 
of children and adults with the exception of major 
depression in adults (kappa=0.83). 

Since many of the psychiatric disorders examined in 
this study have a variable age at onset, the observed 
rate of illness in relatives iad to be corrected for the 
fact that many of the relatives had not lived through 
the entire period of risk. For example, if we assume 
that onset of major depression usually occurs before 
age 65 but is subsequently unlikely, then a well 30- 
year-old has not lived through the period of risk, 
whereas a well 70-year-old has survived zhe risk pe- 
riod. Thus, our estimates af risk had to be adjusted so 
that the degree to which a well individual was counted 
as healthy increased with the individual’s age az the 
evaluation. The Kaplan-Meier estimate from survival 
analysis (23) provides a suitable method for age ad- 
justment (24). Age-corrected rates of illness are usually 
called morbidity risks, a cenvention that is adhered to 
in this report. We made group comparisons of mor- 
bidity risk estimates with z tests using standard errors 
of the Kaplan-Meier estimates computed with Green- 
wood’s formula (25). A chi-square test from the pro- 
portional hazards model was used tc determine 
whether the effect of proband diagnosis cn illness in 
the relative remained after statistically controlling for 
other variables. This was accomplished by blocking 
the proportional hazards analysis predicting relative 
illness from proband diagnosis by strata formed from 
the third variable. The Kruskal-Wallis test was used 
for continuous variables. All analyses were two-tailed. 
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TABLE 1. Sociodemographic Characteristics of 21 Girls With At- 
tention Deficit Disorder, 23 Normal Girls, and 73 Boys With At- 
tention Deficit Disorder 


Girls With Boys With 
Attention Attention 
Deficit Normal Deficit 
Disorder Girls Disorder* 
Characteristic Mean SD Mean SD Mean SD 
Age (years) 92 2.9 104 50 106 3.2 
Socioeconomic status 
(1 to 5) ap 13 31 0.8 32 1.2 


Age of parents (years) 37.3 4.9 38.1 55 38.5 6.5 
Age of siblings (years) 9.6 5.5 10.5 4.2 12.9 6.1 
Number of brothers 07 0.8 0.6 0.7 0.8 0.8 
Number of sisters 20 (09 1.1 0.4 0.8 0.7 


*As reported elsewhere (11). 
Significantly different fromm age of siblings of boys with attention 
deficit disorder (x?=6.8, df=1, p=0.009, Kruskal-Wallis test). 


RESULTS 
Girls With and Without Attention Deficit Disorder 


The sociodemographic characteristics of the three 
groups are displayed in table 1. The girls with atten- 
tion deficit disorder and the normal girls did not sig- 
nificantly differ in socioeconomic status, number of 
brothers, number of sisters, age, age of parents, or age 
of siblings (p>0.05 for each Kruskal-Wallis test). The 
percentage of mothers who were interviewed was 90.0% 
for the girls with attention deficit disorder (18 of 20), 
100.0% for the normal girls (N=20), and 98.6% for 
the boys with attention deficit disorder (N=72). The 
proportions of fathers interviewed were only 77.8% 
(14 of 18), 75.0% (N=15), and 78.1% (N=57), re- 
spectively, but they did not differ significantly between 
groups. Separated or divorced parents were more com- 
mon among the girls with attention deficit disorder 
(35.0%, 7 of 20) than among the normal girls (5.0%, 
N=1) (p=0.04, Fisher’s exact test). In other compar- 
isons of the girls with attention deficit disorder and the 
normal girls (Fisher’s exact test), the following signifi- 
cant differences were found: major depression, eight 
girls (38.1%) versus none, respectively (p=0.002); op- 
positional disorder, 15 (71.4%) versus none (p< 
0.001); phobias, 10 (47.6%) versus none (p<0.001); 
and school dysfunction, 13 (61.9%) versus five (25.0%) 
(p=0.03). Although the rate of conduct disorder was 
higher among the girls with attention deficit disorder 
(19.0%, N=4) than among the normal girls (N=0), 
the difference did not attain significance (p=0.11). 

As indicated in table 2, the morbidity risk for atten- 
tion deficit disorder among the relatives of the girls 
with that diagnosis was significantly higher than that 
among the relatives of the normal girls (z=2.8, p= 
0.005). The relatives of the girls with attention deficit 
disorder also had higher risks for one or more antiso- 
cial disorders (z=2.7, p=0.006), major depression (z= 
3.0, p=0.002), and anxiety disorders (z=2.9, p=0.004). 
The effect for antisocial disorders was accounted for 
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primarily by the girls with attention deficit disorder 
and comorbid oppositional disorder (z=3.2, p= 
0.002). Three anxiety disorders were more prominent 
among the relatives of the girls with attention deficit 
disorder: overanxious disorder (z=2.7, p=0.007), 
panic disorder (2=2.1, p=0.04), and phobic disorders 
(z=2.3, p=0.02). Their relatives were also more likely 
to have required extra help in school (z=2.8, p= 
0.004) and to have been placed in special classes (z= 
2.1, p=0.04) than the relatives of normal girls. 

After controlling for gender of relative (y?=8.8, 
df=1, p=0.003) and for generation (parent and sib- 
ling) of relative (x7=8.0, df=1, p=0.005), the risk for 
attention deficit disorder among the relatives of the 
girls with this disorder remained significantly greater 
than the risk among the relatives of the girls without 
the disorder. Further examination of the differences in 
risk for attention deficit disorder by gender of relative 
revealed that male relatives of both groups of girls had 
a higher risk for substance use disorders than female 
relatives (25.2% versus 6.2%; z=2.3, p=0.02) and a 
lower risk for affective disorders (1.4% versus 16.6%; 
2=2.6, p=0.01). 

Social class (1=highest, 5=lowest) and family in- 
tactness (divorced or separated versus intact family) 
were used as basic indicators of the quality of the psy- 
chosocial environment. The greater familial risk for 
attention deficit disorder in the relatives of the girls 
with attention deficit disorder remained significant af- 
ter controlling for intactness of family (x7=8.2, df=1, 
p=0.004). Similarly, the association between attention 
deficit disorder in probands and relatives was main- 
tained when socioeconomic status was controlled for 
(x7=8.8, df=1, p=0.003). Consistent with these find- 
ings, the morbidity risk for attention deficit disorder 
did not differ significantly between intact and broken 
families (17.4% versus 10.9%; p=0.44) or between 
families with high, middle, and low social class (16.0%, 
7.2%, and 12.3%; p>0.10 in each comparison). 


Girls and Boys With Attention Deficit Disorder 


As shown in table 1, the girls and boys with atten- 
tion deficit disorder did not significantly differ in so- 
cioeconomic status, number of brothers, number of 
sisters, age of proband, or age of parents (p>0.05 for 
each Kruskal-Wallis test); the percentages of intact 
families were also similar: 65.0% (N=14) and 63.0% 
(N=46). However, the siblings of the boys were sig- 
nificantly older than the siblings of the girls. The girls 
had a higher rate of phobia than the boys, 47.6% (N= 
10) versus 16.4% (N=12) (p=0.007, Fisher’s exact 
test). Although the two groups did not significantly 
differ in rates of other comorbid psychiatric disorders, 
the girls had a lower prevalence of conduct disorder 
(19.0% [N=4] versus 32.9% [N=24]; p=0.29) anda 
higher rate of major depression (38.1% [N=8] versus 
26.0% [N=19]; p=0.29). 

Although there was no statistically significant differ- 
ence in the risk for attention deficit disorder in the 
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TABLE 2. Morbidity Risk of Psychiatric Disorders and School Dysfunction Among Relatives of 21 Girls With Attention Deficit Disorder, 20 


Normal Girls, and 73 Boys With Attention Deficit Disorder? 


Of Girls With 
Attention Deficit 
Disorder (N=69) 


Disorder Risk 
DSM-III diagnoses 
Attention deficit disorder 19.5 
Antisocial disorders 17.0 
Cenduct disorder (sibling) 3.1 
Antisocial personality disorder 
iparent) 2.7 
Oppositional disorder 15.0 
Affective disorders 17.2 
Major depression 17.2 
Dysthymic disorder 0.0 
Bipolar disorder 0.0 
Anxisty disorders 29.3 
Avoidant disorder 1.5 
Overanxious disorder 16.2 
Separation anxiety 1.5 
Panic disorder 11.0 
Agoraphobia 4.9 
Phobic disorder (social/simple) 10.1 
Otsessive-compulsive disorder 0.0 
Substance use disorders 17.8 
Alcohol abuse 9.9 
Alcohol dependence 2.8 
Drug abuse 0.0 
Drug dependence 7.2 
Somatization disorder (Briquet) 0.0 
Enuresis 0.0 
Anorexia nervosa 2.8 
Autism or other pervasive develop- 
mental disorder 0.0 
Psychotic disorders not elsewhere 
classified 0.0 
Schizophrenia 2.7 
Tics 1.5 
Language disorders 3.2 
Sleepwalking or sleep terror disorder 0.0 
Tobacco dependence 32.8 
Stuttering 6.3 
School dysfunction 29.3 
Repeated grade 10.0 
Special class 6.5 
Extra help 21.9 


SE 


Morbidity Risk (%) in Relatives 


Of Boys With 


Of Normal Girls Attention Deficit 


(N=71) Disorder (N=264)? 

Risk SE Risx SE 
4.3° 2.4 25.7 2.8 
2.0° 2.0 23.2 2.9 
0.0 0.0 6.£ 3.3 
2.5 2.5 92 2.4 
0.0° 0.0 20.¢ 2.8 
0.0° 0.0 27.1 4.1 
0.0° 0.0 25.C, 4.0 
0.0 0.0 f 1.3 
0.0 0.0 3.14 1.4 
8.1° 3.5 18.€ 2.9 
1.4 14 12 0.8 
1.8° 1.8 7.€ 1.8 
14, 14 3.4 1.2 
0.0 0.0 7.1 2.3 
19, 1.9 4.€ 1.6 
0.0 0.0 7.£ 2.0 
0.0 0.0 0.7 0.7 
13.4 57 27.€ 3.7 
10.8 52 8.8 2.3 
2.5 25 14.4 2.8 
0.0 0.0 © OC 0.0 
0.0 0.0 9.1 2.3 
0.0 0.0 0.5 0.0 
"0.0 0.0 0.2 0.0 
0.0 0.0 4.2 0.8 
0.0 0.0 0.8 0.0 
0.0 0.0 0.7 0.7 
0.0 0.0 2.7 21 
1.4 1.4 0.3 0.6 
1.4 1.4 0.4 0.4 
1.4 1.4 0.4 0.4 
17.8 5.7 38.2 3.8 
7.2 3.1 3.0 1.1 
11.04 43 20.3 2.9 
5.8 3.3 11.6 2.3 
0.09 0.9 1.0 0.7 
4.7¢ 2.7 9.64 2.1 


Statistical differences refer to comparisons with the relatives of the girls with attention deficit disorder. 


PAs reported elsewhere (11). 
“p<0.01. 
dp<0.05. 


families of the boys and girls with attention deficit 
disorder, significantly higher risks were found in the 
boys’ families for alcohol dependence (z=2.9, p= 
0.004), dysthymia (z=2.0, p=0.04), and bipolar dis- 
order 'z=2.0, p=0.04). In addition, a smaller propor- 
tion of the boys’ relatives had required extra help 
during their school years (z=2.1, p=0.03). 


DISCUSSION 


Our results indicate that the first-degree relatives of 
clinically referred girls with attention deficit disorder 
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have a significantly higher risk for attenticn deficit dis- 
order than the relatives of normal girls. The familial 
risk for attention deficit disorder in -his study was sim- 
ilar to the risk reported in an idertically ascertained 
and evaluated sample of boys with atteation deficit 
disorder (11). As found for the boys. the higher risk for 
attention deficit disorder remained significant after sta- 
tistically controlling for gender and generation of rel- 
ative, intactness of family, and social class, indicating 
that irrespective of gender, the familial transmission of 
attention deficit disorder could not be attributed to the 
potentially confounding ecfects of these factors. How- 
ever, it is notable that, compared to the parents of 
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narmal girls, the parents of the girls with attention 
deficit disorder were more likely to be separated or 
divorced. Thus, further work is needed to clarify the 
association between intactness of family and the famil- 
ial transmission of attention deficit disorder. 

In addition to the similar risks for attention deficit 
disorder among the families of the boys and girls with 
the diagnosis, the families were also strikingly alike in 
their risks for other psychiatric disorders. The families 
of both girls and boys with attention deficit disorder 
had higher than normal risks for antisocial, affective, 
ard anxiety disorders. The only differences between 
the girls’ and boys’ families were the higher risk for 
alcohol dependence among the boys’ relatives and the 
higher risk for school dysfunction among the girls’ rel- 
atives. Although the difference was not statistically sig- 
nificant, the boys had a higher rate of comorbid con- 
duct disorder than the girls. Since we previously 
reported that the risk for substance abuse among the 
relatives of the boys with attention deficit disorder was 
accounted for by the presence of comorbid conduct 
disorder in the probazd boys (26), the higher risk for 
alcohol dependence in their families could be due to 
their higher rate of conduct disorder. The high risk for 
school dysfunction among relatives of girls with atten- 
tion deficit disorder is consistent with the fact that 
school failure is a well-known and frequently reported 


complication of the disorder (27, 28). It is also consis- - 


tent with reports that girls with attention deficit disor- 
der are more likely tc manifest cognitive impairments 
than boys with the disorder (7). 

While the high risks for major depression and anti- 
social disorders among relatives of girls with attention 
deficit disorder confirm previously reported findings in 
boys (10-16), a high risk for anxiety disorders in the 
relatives of boys with attention deficit disorder has 
only been found recently (11). Although the relatives 
of both the boys and girls in our studies were at high 
risk for anxiety disorders, the risk was especially high 
for the girls’ relatives. This is consistent with the higher 
rates of comorbid phobic disorders among the girls 
than among the boys. Further work is needed to dis- 
entangle the effects of gender on psychiatric comorbid- 
ity in probands with attention deficit disorder and their 
relatives. 

Our findings should be interpreted with caution for 
several reasons, First, our findings from a clinically 
referred sample of patients with attention deficit dis- 
order may not generalize to other children with the 
same disorder. Clinically referred patients with atten- 
tion deficit disorder are more likely to be severely ill 
and to seek treatment from physicians or other health 
professionals than ronreferred ones. However, the 
rates of comorbidity found in this sample of-clinically 
referred girls are similar to those observed in recent 
studies of nonreferred children, suggesting that our 
girls with attention deficit disorder may, in many re- 
spects, be representative of children with attention def- 
icit disorder in the community (1, 2). Second, the ret- 
rospective diagnosis of attention deficit disorder in 
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adults is more difficult to make than a diagnosis in 
childhood. Nevertheless, a recent report (29) indicated 
that it is possible to validly diagnose this disorder in 
adolescents and adults by using structured interview 
techniques. Third, the fact that all but one of the girls 
with attention deficit disorder in our study and 90% of 
the boys had hyperactivity may limit the generalizabil- 
ity of the results to children without hyperactivity. Un- 
fortunately, our sample of probands with attention 
deficit disorder without hyperactivity was too small 
(one girl, seven boys) to support meaningful compar- 
isons with the hyperactive probands. Fourth, we did 
not incorporate direct teacher reports into our diagno- 
sis of attention deficit disorder. However, the pro- 
bands with attention deficit disorder in this study had 
severe symptoms requiring clinical intervention. Their- 
symptoms were manifested at home and in school, ac- 
cording to the interviews with the mothers. 

Finally, our sample of normal girls was screened for 
the absence of psychiatric and medical disorders. Ad- 
ditional research using a comparison group matched 
on pertinent demographic variables and differing pri- 
marily in the diagnosis of attention deficit disorder 
would provide useful information. 

In summary, our findings indicate that attention def- 
icit disorder is highly familial in clinically referred girls 
with attention deficit disorder. In addition, their fam- 
ilies are also at high risk for antisocial disorders, major 
depression, anxiety disorders, and school dysfunction. 
These familial risks are consistent with those found in 
the families of boys with attention deficit disorder. The 
similar pattern of psychiatric disorders in the families 
of girls and boys with attention deficit disorder sug- 
gests that, to a substantial degree, familial etiological 
factors in attention deficit disorder may not differen- 
tiate the two genders. Further understanding of famil- 
ial differences may elucidate the reasons for gender 
differences in attention deficit disorder. 
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Axis II Comorbidity in Substance Abusers 


Edgar P. Nace, M.D., Carlos W. Davis, Ph.D., and Joseph P. Gaspari, M.D. 


Objective: To assess the complex relationship between substance abuse and personality 
disorders, the authors determined the prevalence of personality disorders in a group of 
middle-class substance abusers and compared the subjects who had personality disorders 
with those who did not. Method: The subjects were drawn from patients consecutively 
„admitted to an inpatient substance abuse program in a private psychiatric hospital; they were 
the first 100 who agreed to participate. Substance dependence was diagnosed according to 
DSM-III-R, and the patients were assessed with the Structured Clinical Interview for DSM- 
III-R Personality Disorders, Alcohol Use Inventory, MMPI, Health and Daily Living Form, 
Shipley Institute of Living Scale, and measures of chemical use and life satisfaction. Results: 
Of the 106 substance abusers, 57 had personality disorders. These patients differed signifi- 
cantly from the 43 patients without personality disorders in several ways: they had greater 
involvement? with illegal drugs, had different patterns of alcohol use, had greater psychopa- 
thology, were less satisfied with their lives, and were more impulsive, isolated, and depressed. 
Conclusions: Because of the marked differences between the substance abusers with and 
without personality disorders, a uniform approach to substance abuse treatment may be 





inadequate. 
(Am J Psychiatry 1991; 148:118-120) 


n a study by Helzer and Pryzbech (1) psychiatric 

diagnoses were more prevalent among alcoholics 
than nonalcoholics. The only axis II disorder ad- 
dressed was antisocial personality disorder. Unlike 
axis I disorders, whica may respond to specific treat- 
ments, the personality disorders do not yield to symp- 
tom-specific interventions and are likely to complicate 
the treatment of a substance use disorder (2). 

For years, typologies of alcoholics have been pre- 
` sented in the hope of improving treatment. Cloninger 
(3) divided alcoholics into those in whom onset occurs 
after age 25 and for whom environmental factors play 
a precipitating role {ype 1) and those whose onset 
occurs before age 25, who have novelty-seeking traits, 
and for whom heredity is considered a major factor 
(type,2). Subsequent studies (4, 5) have failed to vali- 
date this type 1/type 2 dichotomy. 

The objective of the present study was to explore the 
complex relationship between personality variables 
and substance use disorders. We determined the prev- 
alence of personality disorders in a group of middle- 





Presented in part at the “41st meeting of the American Psychiatric 
Association, Montreal, May 7—12, 1988. Received Nov. 8, 1989; 
revision received June 11, 1990; accepted July 5, 1990. From the 
Timberlawn Psychiatric Hospital. Address reprint requests to Dr. 
Nace, Timberlawn Psychiatric Hospital, P.O. Box 11288, Dallas, 
TX 75223. 

Copyright © 1991 American Psychiatric Association. 


118 


class substance abusers and compared those who had 
personality disorders with those who did not. 


METHOD 


The subjects were 100 inpatients consecutively ad- 
mitted to a substance abuse program in a private psy- 
chiatric hospital between September 1987 and Decem- 
ber 1988. Excluded from the study were patients who 
were acutely psychotic, who were clinically impaired 
by organic brain damage, or who were less than 18 
years old and eight patients who refused to participate. 

Data were collected at least 2 weeks after admission 
to the hospital. After substance dependence had been 
diagnosed according to DSM-III-R criteria, the pa- 
tients were assessed with the Structured Clinical Inter- 
view for DSM-III-R Personality Disorders (SCID-II) 
(6). Each author interviewed one-third of the subjects. 
The SCID-II is based on the DSM-III-R criteria for 
personality disorders. Throughout each interview an 
attempt was made to distinguish between behaviors 
and attitudes that characterized the patient generally 
and behaviors and attitudes that were consequences of 
intoxication. At the beginning of each interview, the 
interviewer said, “I’m going to ask you some questions 
about the kind of person you are, that is, how you have 
generally felt or behaved. I know there have been times 
when you’ve been involved with alcohol or drugs. I’m 
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TABLE 1. Significant Differences in Substance Abuse and Psychological Ratings Between Substance Abusers With and Without Personal- 
ity Disorders $ 





With Without 
Personality Personality 
Disorders Disorders Two-Tailed t Test With 
(N=57) (N=43) Bonferreni Correction 
Measure Mean SD Mean SD t df p< 
Alcohol Use Inventory 
Compulsive alcohol use 5.40 2.75 3.58 1.89 3.78 39 0.001 
Use of alcohol to manage mood 5.29 2.77 4.25 2.02 2.08 89 0.04 
Use of alcohol to enhance functioning 4.58 2.75 3.45 2.25 2.10 90 0.04 
Pervasiveness of alcohol in one’s life 3.11 1.84 2.22 0.66 3.22 67 0.002 
Lifetime substance abuse 
Marijuana 4,19 2.84 2.93 1,89 2.64 95.5 0.01 
Amphetamines 2.79 2.35 1.76 1.56 2.61 95.5 0.01 
Cocaine 3.72 2.48 2.41 1.97 279 96 0.01 
LSD 2.35 1.56 1.59 0.89 3.06 92 0.01 
Opiates : 1.56 0.88 1.19 0.64 2.37 96 0.05 
MMPI ; 
Depression 70.63 16.27 64.33 12.99 2.08 97 0.05 
Psychopathic deviate 77.48 11.35 70.19 10.19 3.31 97 0.001 
Paranoia 67.79 11.21 61.19 8.30 3.37 97 0.001 
Psychasthenia 69.23 13.05 60.33 11.10 3.59 97 0.001 
Schizophrenia 71.93 14.77 58.28 9.73 5.53 95 0.001 
Mania 65.77 13.28 $9.63 9.82 2.64 97 0.01 
Introversion 56.77 13.17 47.93 6.64 4.35 85.3 0.001 
Health and Daily Living Form : 
Global depression 43.05 16.50 28.40 13.52 4.70 97 0.001 
Negative life changes 3.00 2.50 1.70 1.80 2.92 95 0.01 
Avoidance as a means of coping 11.51 4.06 8.33 3.96 3.89 97 0.001 
Emotional discharge as a means of coping 8.16 3.45 6.36 3.37 2.59 97 0.01 
Problem solving as a means of coping 6.21 3.93 7.86 3.36 2.19 97 0.05 
Satisfaction questionnaire 
Overall life 3.60 1.25 2.93 1.02 2.83 97 0.05 
Social life 3.40 1.24 2.81 0.86 2.81 97 0.01 
Emotional health 3.70 0.99 3.21 0.90 2.50 97 0.01 
Relationships 3.11 0.99 2.38 1.03 3.52 97 0.001 


Job and school performance 3.31 1.20 2.53 1.05 2.82 64 0.01 


not talking about those times, and you should try to 
think about how you usually are when you are not 
involved with those substances.” Using the SCID-I, all 
three authors blindly assessed the presence of person- 
ality disorder in 10 patients to determine interrater 
agreement. We obtained a Cohen’s kappa of 0.90 (t= 
5.6, df=43). The probability of obtaining this result by 
chance is less than 0.001. 

The patients completed the Alcohol Use Inventory 
(7), Minnesota Multiphasic Personality Inventory 
(MMPI), Health and Daily Living Form (8), Shipley 
Institute of Living Scale (9), a chemical use inventory, 
and a satisfaction questionnaire. 

The Alcohol Use Inventory measures the perceived 
benefits, styles, and consequences of alcohol use. The 
Health and Daily Living Form measures health and 
social functioning. The Shipley Institute of Living Scale 
estimates intellectual functioning. The chemical use in- 
ventory measures lifetime frequency of use of 38 chem- 
icals on an 8-point rating scale. The satisfaction ques- 
tionnaire rates nine life areas. A chi-square analysis 
was done on the demographic data when deemed ap- 
propriate. We used t tests with the Bonferroni correc- 
tion to test differences between the personality disor- 
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der group and the group without personality disorders 
on selected variables. A criterion probability of 0.05 _ 
was selected to assign significance to the cifference be- 
tween groups. 


RESULTS 


According to the SCID-I, 57% of the 100 consecu- 
tively admitted patients each had at least one person- 
ality disorder, and 43% did not meet the criteria for 
personality disorders. 

There were no significant differences in gender or 
race between the groups with and without personality 
disorders. The personality disorder group was signifi- 
cantly younger (mean+SD=31+10 years) than the 
group without personality disorders (38+13 years). 
The subjects with personality disorders had signifi- 
cantly less education (meant+SD=13.6+2.3 years) 
than the group without personality disorders (15.2+ 
3.6 years}. The personality disorder group was less 
likely to be married (68%, N=39) than the group 
without personality disorders (51%, N=22) (x*=6.2, 
df=2, p<0.05). 

The specific personality disorders of the 57 patients 
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SUBSTANCE ABUSE AND PERSONALITY DISORDERS 


with personality disorder were as follows: cluster 
A—paranoid (N=7); cluster B—antisocial (N=3), 
borderline (N=17), histrionic (N=6), narcissistic (N= 
4); cluster C—avoidant (N=2), dependent (N=4), ob- 
sessive-compulsive (N=2), passive-aggressive (N=5). 
In addition, five had self-defeating personality disor- 
der, and two had personality disorders not otherwise 
specified. Axis I diagnoses other than substance use 
disorder were found in 44% of the personality disor- 
der group (N=25) and 49% of the group without per- 
sonality disorders (N=21) (a nonsignificant differ- 
ence). The axis I diagnoses in both groups were 
primarily affective disorders. 

The subjects with personality disorders were more 
extensively involved in substance abuse than the sub- 
jects without personality disorders (see table 1). On the 
Alcohol Use Inventory the personality disorder group 
scored significantly higher on the measures of compul- 
sive alcohol use, use of alcohol to manage mood, use of 
alcohol to enhance functioning, and pervasiveness of 
alcohol in one’s life. On the chemical use inventory the 
personality disorder group showed significantly 
greater lifetime use of marijuana, amphetamines, co- 
caine, LSD, and opiates. 

There was no signi‘icant difference in IQ, estimated 
according to the Shipley Institute of Living Scale, be- 
tween the group wita personality disorders (meant 
SD=118+18) and the group without personality dis- 
orders (121+16). As shown in table 1, the personality 
disorder group had standardized scores on the MMPI 
that were significantly higher on all of the clinical sub- 
scales except 1, 3, and 5 (hypochondriasis, hysteria, 
and masculinity/femininity). On the Health and Daily 
Living Form the personality disorder group scored sig- 
nificantly higher on global depression, negative life 
changes, avoidance as a means of coping, and emo- 
tional discharge as a means of coping. The group with- 
out personality disorders scored significantly higher on 
problem solving. On che satisfaction questionnaire the 
personality disorder group indicated that they were 
significantly less satisfied with the overall quality of 
their lives, social lives, emotional health, relationships, 
and job and school performance. 
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DISCUSSION 


This study documents the clinical heterogeneity of a 
group of substance abusers. Of 100 consecutively ad- 
mitted patients, 57 each had at least one personality 
disorder. The group with personality disorders had 
greater involvement with illegal drugs and differed sig- 
nificantly in patterns of alcohol use. Further, those in 
the personality disorder group had greater psychopa- 
thology, were less satisfied with most areas of their 
lives, and were more impulsive, isolated, and depressed 
than those in the group without personality disorders. 

A uniform approach to treatment of substance-abus- 
ing patients may be inadequate even with socioeco- 
nomically homogeneous subjects. Because of the 
marked differences in dysfunction within our sub- 
stance-abusing group, it seems important to individu- 
alize treatment for these patients. 
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Efficacy of Behavioral Versus Triazolam Treatment 
in Persistent Sleep-Onset Insomnia 


Hugh Y. McClusky, M.A., Jesse B. Milby, Ph.D., Paul K. Switzer, M.D., 
Valerie Williams, M.A., and Virgil Wooten, M.D. 


Objective: This study compared differential effects of behavioral therap) and triazolam in 
a clinical population with sleep-onset insomnia. Triazolam was hypothesized to decrease 
sleep latency and frequency and duration of awakenings, with some effects during the first 
night’s administration. But at follow-up, sleep measures were predicted to return to baseline 
levels. Behavioral treatment was hypothesized to effect sleep after 2 or more weeks of 
training which persisted at follow-up. Method: Thirty patients with average sleep latencies of 
81.48 minutes, who reported chronic insomnia for an average of 2.6 years, were randomly 
assigned to one of two treatment groups: behavioral stimulus control/relaxation training and 
triazolam. Results: Both treatments decreased sleep latency but differentially. Triazolem was 
effective immediately but maintained only some gains at follow-up. Behavioral treatment 
decreased sleep latency beginning the second week, when subjects expected no improvement, 
with gains maintained at follow-up. Comparisons showed that triazolam group latencies 
returned toward baseline, while behavioral group gains were maintained at follow-up. Con- 
clusions: Triazolam treatment showed superior immediate treatment effects, while behav- 
ioral treatment showed superior treatment effects at follow-up, effects that accrued during 
the training period and differentially persisted at follow-up. One treatment strategy implied 
by these results would be to combine these two interventions concurrently. This would seem 
to use the immediate effects produced by the medication until the behavioral skills were 
learned, at which point medication would be terminated. This strategy could offer immediate 
relief and sustained effects at drug termination. 


(Am J Psychiatry 1991; 148:121-126) 


P ersistent psychophysiological disorders of initiat- 
ing and maintaining sleep are experienced by mil- 
lions (1) and are defined as sleep difficulties of more 
than 3 weeks that are not attributed to medical or 
psychiatric causes (2). For such sleep-onset insomnia, 
two types of treatment have been effective: drug ther- 
apy with hypnotic sedatives (3, 4) and behavior ther- 
apy (S—7). Habituation, psychological dependency, ad- 
diction, and iatrogenic sleep disturbance have been 
reported with continued use of hypnotics (8), and most 
hypnotics become ineffective after short-term use (1-2 
weeks) (8, 9). Flurazepam has been prescribed for in- 
somnia when extended efficacy was necessary (6) and 
has become a standard for other hypnotic agents. 
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However, its mean half-lite of 65.2 hours and cumu- 
lative plasma buildup have been a concern (10). An 
alternative to flurazepam is triazolam, with a mean 
half-life of 2.2 hours (3), which eliminates cumulative 
plasma levels in sequential dosing. Compared to flu- 
razepam in studies of 1-84 days, triazolam was 
equally or more effective in reducing sleep latencies 
(11-14). However, hypnetics appear best suited for 
relatively short-term use (9). With insomnia of several 
years’ duration, alternative treatment may be more 
appropriate. 

Behavior therapies are effective fcr slezp-onset in- 
somnia (6, 7, 15). Relaxation training has been effec- 
tive in college subjects with mild sleep disturbance (16, 
17), and an ingenious covnterdemand control proce- 
dure has been devised to measure and control these 
effects while monitoring results at follow-up (17). Re- 
laxation training efficacy, using counterdemand con- 
trol and follow-up, was replicated (5). These controls 
have become standard in subsequert studies. Other 
studies found that relaxation training was effective 
with more severe insomnia (18—21), and an analysis of 
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SLEEP-ONSET INSOMNIA 


its necessary components demonstrated that muscle 
tension and release were unrelated to outcome (22). 

A second behaviora! procedure called stimulus con- 
trol has also been effective regardless of severity of 
insomnia (23). A variant of the stimulus control pro- 
cedure is the technique of sleep restriction therapy, in 
which the focus is on maximizing the quality of sleep 
by consolidating sleep into a limited block of time (24). 
Studies have compared behavioral treatments and 
combinations of treatments (25—27). Shealy (28) ex- 
amined behavioral treatment of mild and moderate in- 
somnia (latencies of 32 and 64 minutes, respectively). 
Seventy college women were assigned to one of five 
treatment and control groups. Results showed that 
stimulus control plus relaxation and relaxation alone 
were effective. However, the first group showed more 
effectiveness in a shorter period of time. 

The purpose of the present study was to compare the 
effectiveness of relaxation plus stimulus control (28) 
with triazolam for sleep-onset insomnia in a clinical 
population. The intent was less to demonstrate efficacy 
of each treatment than to compare their differential 
effects. It was hypothesized that triazolam would de- 
crease sleep-onset latency and the frequency and dura- 
tion of awakenings. We hypothesized effects on sleep 
measures after the first night’s administration. But we 
predicted that at follow-up, sleep measures would re- 
turn to baseline. 

From previous research (28) showing that relaxation 
would not significantly reduce awakening frequency or 
duration, we hypothesized that only sleep latency 
would decrease. Since both behavioral interventions 
require time to become effective, we hypothesized that 
their efficacy would ke manifested during the second 
and third weeks of training. However, we hypothe- 
sized that once learned, these techniques would main- 
tain gains at follow-up. 


METHOD 
Subjects 


The subjects were selected from 73 respondents to 
newspaper advertisements. The 13 men and 17 women 
were 22-43 years of age (mean=32 years). The mean 
sleep-onset latency cf 81.48 minutes averaged 2.6 
years’ duration. Applicants were excluded for the fol- 
lowing conditions: receiving other insomnia treat- 
ment; current use of hypnotics, antihistamines, or psy- 
ciotropic medication; substance abuse; major affective 
disorder, psychoses, organic brain syndrome, or men- 
tal retardation, according to DSM-III criteria; history 
of allergic reactions to benzodiazepines; medical prob- 
lems contraindicating triazolam use, such as liver dis- 
ease and impaired renal functioning; chronic pain; 
pregnancy, breast-feeding, or sexual activity by 
women not using contraceptives; and nonpsychophys- 
iological disorders of initiating and maintaining sleep 
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such as restless leg syndrome, nocturnal myoclonus, 
and sleep apnea. 

Applicants between the ages of 19 and 45 were ac- 
cepted for the study if their sleep latencies had ex- 
ceeded 60 minutes at least 3 days a week for 6 months. 
Thirty subjects met these criteria, which were assessed 
by self-report, psychological testing, and interview. 
Forty-three applicants were rejected, 12 because of 
psychiatric disorders. All 30 subjects who were se- 
lected completed the study. 


Procedure 


The Screening Check List screened for inclusion and 
exclusion criteria. The Sleep Behavior Questionnaire 
{28) combined items in other questionnaires (29, 30) 
that were found to correlate well with electrophysio- 
logical sleep measures. The Haynes et al. questionnaire 
{30) had a test-retest reliability of 0.86. The Daily 
Sleep Questionnaire obtained information concerning 
the previous night’s activities and sleep, and the Daily 
Sleep and Relaxation Practice Questionnaire was ex- 
actly the same as the Daily Sleep Questionnaire except 
for two added questions concerning subjects’ relax- 
ation practice (28). The Stanford Sleepiness Scale, used 
during baseline, is an 8-point rating scale for sleepiness 
that ranges from 1—‘‘Alert, wide awake, energetic” to 
7—“Cannot stay awake. Sleep onset soon” and 
8—“‘Asleep.” It divides each day into 12 2-hour ep- 
ochs for rating purposes. 

Subjects experienced the following sequence: tele- 
phone screening, initial assessment, baseline sleep data 
collection, treatment, and 1-month follow-up. Proce- 
dures common to both treatment groups were tele- 
phone screening, initial assessment, and baseline sleep 
data collection. In telephone screening, subjects re- 
sponded to newspaper advertisements by calling the 
investigator. The Screening Check List imposed screen- 
ing criteria, and 23 subjects were excluded. In the ini- 
tial assessment subjects completed the Sleep Behavior 
Questionnaire, MMPI, and Beck Depression Inventory 
and received a psychiatric interview. Because subject 
selection took several months, the MMPI, Sleep Behav- 
ior Questionnaire, and Beck Depression Inventory 
were repeated for subjects who were evaluated more 
than 1 month before data collection. Informed consent 
forms were given, and a brief description of each treat- 
ment was provided. During baseline sleep data collec- 
tion subjects completed daily, for 2 weeks, the Daily 
Sleep Questionnaire upon awakening and the Stanford 
Sleepiness Scale. Seven subjects were excluded on the 
basis of baseline measures of daily sleep latency. Sub- 
jects were then stratified by sleep latency data obtained 
from the Daily Sleep Questionnaire during baseline 
and randomly ‘assigned to triazolam and behavioral 
groups (15 per group). When possible, spouse and 
roommate ratings of the subjects’ sleep latency were 
obtained on the Sleep Behavior Questionnaire, 2 nights 
a week throughout all phases, as a reliability check for 
self-report measures. Complete spouse-roommate data 
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were obtained on three subjects in the behavioral 
group and four subjects in the triazolam group. 

Treatment consisted of six sessions, two per week 
for 3 weeks, with subjects seen in three five-member 
groups for each treatment; the sessions were con- 
ducted in a comfortably appointed group room. Two 
investigators (H.Y.M. and P.K.S.) were present during 
all sessions. After consent forms were signed, the pre- 
treatment assessment of therapist effectiveness and 
treatment credibility was completed (27). Other pro- 
cedures were different for each treatment. 

Behavioral treatment groups met in a dimly lit room 
and were seated in chairs or sofas. Counterdemand 
and positive demand instructions were given. Thus, 
subjects were told that improvement was not expected 
for 2 weeks but would begin during week 3. Passive 
relaxation instructions (nonmuscle flexion and release) 
used by Haynes et al. (30) and Shealy (28) were pre- 
sented on a stereo system. After the relaxation proce- 
dure, subjects were instructed to practice relaxation 
twice a day for 15 minutes, once just before sleep. The 
second session taught the stimulus control procedure, 
including principles and specific instructions (26). Sub- 
jects were given five steps to follow. 

1. Go to bed when you are tired, go to bed about the 
same time each evening, and arise at about the same 
time each morning. 

2. If you do not fall asleep within 30-45 minutes 
after lying down, get up, go to another room, and do 
something until you get sleepy; then return to bed. 
Repeat continuously if you do not fall asleep within 
30-45 minutes. 

3. Do not do anything in bed except sleep and have 
sexual relations. Do not watch television, read, eat, 
etc. in bed. 

4, Do not eat or drink fluids after 7:00 p.m., espe- 
cially beverages containing caffeine. 

5. Take no naps. 

The remaining four sessions were divided into 15— 
20-minute periods; the first addressed problems with 
stimulus control procedures, and the second was for 
relaxation training. Each subject completed the Daily 
Sleep and Relaxation Practice Questionnaire each 
morning during treatment and at follow-up. At the last 
session subjects were given follow-up sleep question- 
naires and a credibility rating to be completed the fifth 
week after treatment and returned by mail. 

Triazolam groups met in the brightly illuminated 
behavioral group room. In session 1 subjects were pre- 
sented with the rationale for and mechanisms of drug 
treatment, and side effects and precautions were dis- 
cussed. Leaders answered questions about medication 
and gave instructions for the medication regimen. Sub- 
jects were instructed to take 0.5 mg of triazolam 
nightly, 30 minutes before bedtime. They were given 
seven single-unit doses of triazolam with written in- 
structions in a sample packet. In five subsequent 30— 
40-minute sessions, medication was dispensed and 
sleep and drug mechanisms related to sleep were dis- 
cussed. Possible side effects were reported, and inves- 
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tigators monitored signs of untoward reac-ions. At the 
end of treatment, triazolam was withdrawn following 
a slow tapering regimen (31). Doses were reduced to 
0.25 mg for 3 nights and 0.125 mg for < nights and 
were then discontinued. Subjects completed the Daily 
Sleep Questionnaire each morning during treatment. 
Follow-up credibility rating forms and Daily Sleep 
Questionnaires were given to subjects in the last ses- 
sion for completion and mailing 5 weeks later. 


RESULTS 


Average weekly sleep indices were calculated from 
ratings on the Daily Sleep and Relaxat-on Practice 
Questionnaire and the Daily Sleep Quesz.onnaire for 
the behavioral and triazolam groups, respectively. In- 
dices included sleep-onset latency (minutes), number 
of awakenings, duration of awakenings (minutes), to- 
tal sleep (hours), difficulty falling asleep (rated on a 
4-point scale), and restedness the following morning 
(rated on a 5-point scale; lower scores represent im- 
provement). Weekly means for the most sensitive in- 
dices are presented in figure 1. Mixed-model analyses 
of variance were employed in analyzing the differential 
effects of the two treatments on the dependent varia- 
bles. Treatment condition served as tke between- 
groups factor, with weeks being the repeated, within- 
subjects factor. 

The Treatment by Weeks interaction efect was sig- 
nificant for four of the six dependent variables. Num- 
ber of awakenings and time awake were nct influenced 
by the treatment and showed no significant changes 
over time. Significant changes over the course of the 
study in sleep-onset latency, restedness tze following 
morning, total sleep, and difficulty falling asleep were 
also supported by a main effect for the Weeks factor. 
Main effects due to treatment failed to emerge for any 
of the dependent variables. Follow-up s:mple effects 
analyses were conducted to further analyze the Treat- 
ment by Weeks interactions for sleep-onset latency, 
restedness the following morning, total sleep, and dif- 
ficulty falling asleep. 

A significant Week by Treatment interaction (F= 
20.30, df=4, 112, p<0.0001) and main effect for 
Weeks (F=39.56, df=4, 112, p<0.0001) emerged for 
sleep-onset latency. At week 1, sleep-onset latency was 
similar for both treatment groups. By wee 2 subjects 
in the triazolam group demonstrated significantly 
shorter sleep-onset latency than did those in the behav- 
ioral group, so that latencies were similar for both 
treatment groups at week 4. By follow-up 5 weeks 
later, sleep-onset latency had become longer in the tri- 
azolam group than in the behavioral treatment group 
(F=8.45, df=1, 28, p<0.01). Thus, in general, both 
treatments resulted in improved sleep-onset latency 
over the course of the study; but by follow-up sleep- 
onset latency had lengthened in the triazclam group, 
while the behavioral group sustained reductions in 
sleep-onset latency (see figure 1}. 
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SLEEP-ONSET INSOMNIA 


FIGURE 1. Mean Weekly Yalues on Sleep Measures for Subjects 
With Sleep-Onset Insomnia Who Were Given Triazolam (N=15) or 
Behavior Therapy (N=15) 
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Ratings of restedness the following morning demon- 
strated significant changes over the course of the study 
(F=26.53, df=4, 112, p<0.0001). Week 1 ratings 
were the same across treatments. At week 2 the triaz- 
olam group showed improvements that represented 
better (lower) restedness ratings than those among the 
behavioral group (F=3.97, df=1, 28, p<0.05). Rat- 
ings improved after week 2 for both groups and were 
similar until week 4, when the behavioral group dem- 
onstrated significantly greater restedness than did the 
triazolam group (F=13.76, df=1, 28, p<0.01), whose 
ratings had returned to levels similar to those observed 
at baseline. 

Number of hours of sleep showed significant 
changes over the course of the study (F=20.82, df= 
4, 112, p<0.0001) and differed for the two treatment 
groups (F=16.82, df=4, 112, p<0.0001). The triazo- 
lam group’s sleep time improved the most from week 1 
to week 2, and their total sleep at both week 2 (F= 
26.49, df=1, 28, p<€.0001) and week 3 (F=4.71, df= 


124 


1, 28, p<0.05) was significantly greater than that of 
the behavioral group. The behavioral group, on the 
other hand, evidenced a linear improvement in total 
sleep time from baseline to follow-up, and at follow-up 
its total sleep time was greater than that of the triaz- 
olam group, although the difference was not statisti- 
cally significant. Both groups evidenced significant im- 
provements from baseline to follow-up (triazolam: 
F=5.48, df=1, 14, p<0.05; relaxation: F=31.88, df= 
1, 14, p<0.0001). The behavioral group demonstrated 
a mean+SD increase from 6.33+0.71 to 7.15+0.74 
hours, and the triazolam group had a slight increase 
from 6.57+0.62 to 6.84+0.80 hours of sleep over the 
course of the study. 

Treatment condition and duration of treatment in- 
teracted to influence ratings of difficulty falling asleep 
(F=41.32, df=4, 112, p<0.0001). The triazolam group 
showed the greater decrease in difficulty falling asleep 
from baseline to week 2 (drop of 1.22 points). The 
group’s ratings then increased slowly from week 2 
through follow-up until they had almost returned to 
baseline level of difficulty (F=1.88, df=1,14, p> 
0.05). The behavioral group’s ratings showed a steady 
decrease from week 2 through follow-up, which rep- 
resented a significant improvement over baseline (F= 
74.30, df=1, 14, p<0.0001). The between-group dif- 
ferences measured at follow-up indicated a significant 
advantage due to behavioral training (F=12.83, df= 
1, 28, p<0.001). 

Seven subjects (four in the triazolam group and three 
in the behavioral group) were asked to have their 
spouses or roommates complete ratings of the amount 
of difficulty the subjects experienced in falling asleep 
during the course of the study. This allowed us to com- 
pare an observer’s rating on this variable with subjects’ 
subjective ratings of difficulty falling asleep. Correla- 
tions for subject and spouse-roommate ratings were 
0.94 (p<0.01) for the triazolam group and 0.96 (p< 
0.01) for the behavioral group. 


DISCUSSION 


The most important results showed differential ef- 
fectiveness and superiority of behavioral treatment 
over triazolam for insomnia at follow-up. This finding 
was anticipated and is consistent with our hypotheses. 
It is compatible with a literature of studies that lack 
follow-up of 1-month’s duration (3). 

While behavioral treatment showed no effects dur- 
ing week 1, it significantly reduced sleep latencies dur- 
ing the counterdemand period. Its 45% latency reduc- 
tion in week 2 where there was a counterdemand 
demonstrated its power when expectations were in- 
duced to negate positive gains in sleep indices. 

One possible explanation for the efficacy of both 
treatments needs to be considered. Was it possible that 
actual sleep patterns did not change, and self-report 
measures reflected a change in perception of improved 
sleep? No electrophysiological sleep measures were 
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employed, so this possibility needs to be addressed. 
Spouse-roommate ratings, highly correlated with sub- 
ject indices, are inconsistent with this notion. Occur- 
rence of other potentially confounding variables—fre- 
quency and duration of awakening—was so low that 
their confounding impact was negligible. But because 
of the paucity of awakenings, generalization to a pop- 
ulation with sleep-onset insomnia with frequent awak- 
enings may be inappropriate. 

Because treatments were viewed with maximal cred- 
ibility and expectations for success, and both thera- 
pists were seen as very competent and warm, between- 
group differences cannot be attributed to these 
variables. Within-group change probably was affected 
by the subjects’ positive view of the therapists and high 
expectations for change. Thus, change in sleep meas- 
ures was likely a function of a treatment situation that 
maximized opportunity for change. 

This study employed two research-based effective in- 
terventions for sleep-onset insomnia and was designed 
to compare rather than establish their efficacy. How- 
ever, since parallel placebo control groups were not 
employed, it is possible that the efficacy of either treat- 
ment was based primarily on nonspecific placebo ef- 
fects. Mitler et al. (32) have demonstrated that many 
chronic insomniacs improve with placebo treatment 
during the course of a parallel comparison with an 
active drug. Arguing against such placebo effects is the 
use of the counterdemand control in the behavioral 
group. Such specific predicted results with subjects in- 
duced to believe the opposite effects is a compelling 
argument against placebo effects for that group. Yet it 
is true that a more complete experimental design to 
directly address questions of treatment efficacy in the 
future should employ parallel placebo control groups. 

To our knowledge this is the first published study 
comparing behavioral therapy with hypnotic/sedative 
treatment for insomnia. Our results indicate that be- 
havioral treatment is a viable alternative for persistent, 
psychophysiological, sleep-onset insomnia and may be 
preferable, considering its sustained effectiveness. Our 
results are consistent with increasing awareness of be- 
havioral variables in insomnia regulation and the need 
to change behavioral variables if intervention is to 
have lasting efficacy (7, 33, 34). Behavioral treatment 
is clearly preferable with individuals who are sensitive 
or allergic to sleep medication, prone to drug abuse, 
taking medications that contraindicate use of sedative 
hypnotics, prefer no medication, are pregnant or 
breast-feeding, and who have insomnia of long-term 
duration. 

The role of hypnotics in the treatment of chronic 
insomnia is uncertain, but careful use could benefit 
patients as part of a well-defined clinical strategy. One 
strategy is to administer medications concurrently with 
behavioral therapy until behavioral] skills are learned, 
at which point medication is terminated. This strategy, 
recommended by Morin and Kwentus (7), could offer 
immediate relief and sustained effects at drug termina- 
tion. This would be a fruitful area for further research. 
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Controlled Comparison of Buspirone and Clomipramine 
| in Obsessive-Compulsive Disorder 
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Gay N. Grover, M.S.N., Suzanne Bernstein, B.A., and Dennis L. Murphy, M.D. 


Eighteen outpatients with obsessive-compulsive disorder were treated with either buspi- 
rone, a partial serotonin agonist, or clomipramine, a serotonin uptake inhibitor, in a double- 
blind, random-assignment study. Both drugs led to statistically significant and similar im- 
provements in scores on the Yale-Brown Obsessive-Compulsive Rating Scale and otver 
obsessive-compulsive and depression scales. This preliminary result warrants further explo- 
ration with a larger sample and other serotonergic agents. 


(Am J Psychiatry 1991; 148:127—-129) 


he efficacy of clomipramine in the treatment of 

obsessive-compulsive disorder has been clearly es- 
tablished (1). The superiority of clomipramine to pla- 
cebo and to other tricyclics that have equivalent anti- 
depressant efficacy has been hypothesized to be related 
to clomipramine’s inhibition of serotonin uptake. This 
hypothesis is supported by the efficacy in obsessive- 
compulsive disorder of more highly selective serotonin 
reuptake inhibitors, such as fluoxetine and fluvoxa- 
mine (1). 

In this study we evaluated the therapeutic efficacy of 
buspirone, another agent with prominent serotonergic 
properties that has demonstrated anxiolytic and puta- 
tive antidepressant effects (2). Anxiety and depressive 
symptoms often coexist with obsessive-compulsive 
symptoms and, although benzodiazepines seem to be 
of minimal therapeutic value in obsessive-compulsive 
disorder, no controlled trials with buspirone or related 
azapirones have been reported to our knowledge. 
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METHOD 


Twenty outpatients who met the DSM-III-R criteria 
for obsessive-compulsive disorder participated in this 
random-assignment, double-blind crossover study. 
Eighteen of the 20 patients completed the study; one 
patient dropped out because of side effects during clo- 
mipramine treatment, and the other dropped out be- 
cause of clinical deterioration during buspirone treat- 
ment. The patients were in good general health, had 
normal physical examina-ion findings and laboratory 
test results, and had no noteworthy medical history 
abnormalities. Written consent for participation was 
obtained. 

On admission each of the patients had experienced 
obsessive-compulsive symptoms for a minimum of 1 
year. The mean+SD age cf the group was 359 years, 
and the mean age at symptom onset was 18+8 years. 
A minimum rating of 4 on the NIMH global obsessive- 
compulsive scale was required for inclusion of the pa- 
tient in the study. 

Clomipramine, buspirone, and placebo were placed 
in identical capsules. The patients were free of psycho- 
tropic drugs for a minimum of 2 weeks before the 
initial open baseline rating, and they were rated again 
after taking placebo for 2 weeks. Over the next 2 
weeks administration of the active drugs began, and 
each patient’s dose was increased to the maximum that 
could be tolerated, up to 250 mg/day for clomipramine 
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TABLE 1. Rating Scale Scores of Obsessive-Compulsive Patients Before and After a 6-Week Trial of Clomipramine (N=9) or Buspirone 


(N=9) 


Baseline 

Scale and Group Mean SD 
Yale-Brown Obsessive-Compulsive Rat- 

ing Scale 

Clomipramine 24.44 4.51 

Buspirone 22.89 4,79 
NIMH obsessive-compulsive rating scale 

Clomipramine 29.61 4.54 

Buspirone 29.89 6.66 
Hamilton depression scale 

Clomipramine 13.28 4.70 

Buspirone 13.22 5.83 
NIMH global obsessive-compulsive rat- 

ing scale 

Clomipramine 7.00 0.50 

Buspirone 6.39 0.89 
Yale-Brown severity measure 

Clomipramine 3.67 0.50 

Buspirone 3.44 0.46 


Patients Who 


Score Had 20% 
Improvement 
in Score 
Mean SD (df=17) N % 
5.21 
17.67 4.97 6 67 
16.78 6.46 5 56 
6.51 
21.22 5.49 5 56 
19.22 5.97 7 78 
3.18 
9.33 4.58 6 67 
9.89 6.75 5 56 
5.07 
5.22 1.20 6 67 
5.11 1.27 5 56 
5.74 j 
2.78 0.67 6 67 
2.78 0.67 5 56 


*Bonferroni-corrected. Significant difference (p<0.05) between baseline and final scores for each comparison. 


and 60 mg/day for buspirone, during weeks 3—4 of the 
18-week study. The mean+SD doses were 225+49 
mg/day for clomipramine and 58+7 mg/day for buspi- 
rone. The patients achieved the maximum doses by 
day 14 and were maintained on these doses for the 
remaining 4 weeks of the 6-week phase 1 of the trial. 
This was followed by 4 days at half the maximum 
dose, 3% weeks of placebo administration, and 6 
weeks of the other drug (phase 2). Ratings were done 
at 2-week intervals. The interrater reliability between 
the two raters on all scales was high (interclass corre- 
lation coefficient=0.98, p<0.001). During the buspi- 
rone phase, one patient received lorazepam, 1-2 mg/ 
day, for several days during weeks 3—4 for agitation 
and insomnia. 

The rating scales used were the Yale-Brown Obses- 
sive-Compulsive Rating Scale (range, 0-40) (3), the 
NIMH obsessive-compulsive rating scale (range, 0— 
56), the 24-item Hamilton Rating Scale for Depres- 
sion, the NIMH global obsessive-compulsive rating 
scale (range, 0-15), and the Yale-Brown severity meas- 
ure (range, 0—6), which is a global measure of severity 
taken from the Yale-Brown Obsessive-Compulsive 
Rating Scale. 

Clinical improvement was defined as the percent 
improvement from baseline on each of the measures 
during phase 1. The cziterion for a subject to be con- 
sidered “improved” was a minimum of 20% improve- 
ment (4). 


RESULTS 


This study was intended to have a two-period, cross- 
over design, and the data were to be analyzed by means 
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of analysis of variance (ANOVA) with repeated meas- 
ures in each period. The data were first analyzed to de- 
termine if carry-over effects from the end of phase 1 to 
the beginning of phase 2 were present (5). Carry-over 
effects were found; i.e., the subjects did not return to 
their baselines by the beginning of phase 2. Because of 
these carry-over effects, we followed Fleiss’s recommen- 
dations (5) and analyzed only the phase 1 data. A par- 
allel repeated measures statistical design was used to 
compare the efficacy of the two drugs during phase 1. 

A repeated measures ANOVA revealed significant 
improvement in ratings of obsessive-compulsive disor- 
der and depression over the 6 weeks of treatment for 
both drugs. For simplicity, only the ratings at baseline 
and at the end of phase 1 are presented in table 1. 
Bonferroni-corrected t tests showed a significant dif- 
ference on each.scale between baseline and the end of 
phase 1 for both drugs but no significant difference 
between drugs. , 

The magnitude of the response to drug during phase 
1 was not correlated with age, sex, duration of obses- 
sive-compulsive disorder, age at onset, previous ben- 
zodiazepine exposure, dose of clomipramine or buspi- 
rone, or mean serum level of clomipramine (2014117 
ng/ml) or desmethylclomipramine (5134320 ng/ml). 
Most patients experienced minor side effects typical of 
both drugs, which were tolerated without much diffi- 
culty. Over one-half of the patients were judged “im- 
proved” (see table 1). 


DISCUSSION 


Buspirone and clomipramine were equally effective 
in the acute treatment of obsessive-compulsive disor- 
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der in the phase 1, 6-week parallel-design, double- 
blind trial. Both treatments were also associated with 
similar reductions in depression ratings. Phase 2, 
which represented the crossover portion of the design, 
was not analyzed because carry-over effects made it 
impossible to separate the roles of drug, week, and 
order in the analysis. 

We are intrigued by the lack of consistent deterio- 
ration in both treatment groups during the placebo 
period between the two drugs (i.e., the carry-over ef- 
fect). In similar studies of patients with obsessive-com- 
pulsive disorder, a 4-week clomipramine-free interval 
led to a substantial return of symptoms (6). In addi- 
tion, Leonard et al. (7) reported that there was signifi- 
cant and distinct deterioration in 64% of their patients 
by 5 weeks, even though there was no distinct drug- 
free interval between the clomipramine and desipra- 
mine treatments. 

Our results indicate a need for further study of bu- 
spirone in obsessive-compulsive disorder, and also re- 
flect some of the pitfalls of a crossover design. To our 
knowledge, this is the first description of a controlled 
trial of buspirone in the treatment of obsessive-com- 
pulsive disorder. In a previous open trial (8), buspirone 
was ineffective in obsessive-compulsive disorder. How- 
ever, in a recent open trial of buspirone augmentation 
of fluoxetine, the antiobsessional effects of combined 
treatment were superior to those of fluoxetine alone 
(9). It would also be valuable to explore whether bu- 
spirone’s efficacy persists with longer treatment dura- 
tion or lower doses. A recent report (10) suggested that 
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patients may do equally well at lower doses of clomi- 
pramine after initial acute treatment. 
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Nancy C. Andreasen, M.D., Ph.D., Editor 


NEUROSCIENCE, NEUROPSYCHIATRY, AND 
NEUROLOGY 


The Prefrontal Cortex: Anatomy, Physiology, and Neu- 
ropsychology of the Frontal Lobe, 2nd ed., by Joaquin M. 
Fuster. New York, Raven Press, 1989, 320 pp., $85.00. 


-  Fuster’s classic book on the prefrontal cortex first ap- 

peared in 1980. That book rapidly established itself as the 
landmark monograph on the prefrontal cortex and provided 
a major resource to clinicians, neuroscientists, and neurobi- 
ologists who were seeking a summary of our current knowl- 
edge about this important brain region. Neuroscience is a 
fast-moving field, however, and a new edition of The Pre- 
frontal Cortex was soon needed. We now have it in a second 
edition of this major work. 

The new edition has been updated in all respects. While it 
maintains the structure and emphasis of the earlier book, in 
that it is based on a strong foundation in anatomy and 
stresses the importance of the prefrontal cortex for temporal 
integration, a large amount of new material has been added. 
There is now a major section on neurotransmitters in which 
detailed information about the chemical anatomy of the pre- 
frontal cortex is added to the chapter describing prefrontal 
circuitry. Once the chernical and connective structure has 
been outlined in the initial chapters, experimental studies are 
summarized. The effects of lesions on executive functions, 
emotions, motility, and perception are described, with a 
strong emphasis on the different effects that may be produced 
when lesions occur at an early age as opposed to later in life. 

Lesion studies were among the earliest work used to ex- 

plore the function of the prefrontal cortex, and this work has 
been extensively supplemented through techniques of neuro- 
physiology, the domain for which Fuster himself is best 
known. Electrophysiology has been used to trace connec- 
tions as well as to explore the role of the prefrontal cortex in 
learning, planning, memory, and the integration of informa- 
tion in relation to time. Much of the work using electrophys- 
iology has involved primates. 
_ An extensive chapter on human studies is also provided, 
however, which delineates the major “prefrontal syn- 
dromes” in human beings. In this chapter Fuster summarizes 
the effects of prefrontal zbnormalities on affect and emotion 
(the apathetic syndrome versus the euphoric syndrome) as 
well as on attention, motility, and temporal integration. He 
also summarizes recent work done with neuroimaging, 
which has evaluated baseline blood flow and metabolism in 
the prefrontal cortex, measured the effects of cognitive chal- 
lenges in normal individuals, and examined the “hypofron- 
tality hypothesis” in major mental illnesses, particularly 
schizophrenia. 

In his final chapter, Fuster presents his theory of the gen- 
eral function of the prefrontal cortex. For Fuster, the major 
function of the prefronta‘ cortex is the temporal organization 
of behavior. It serves as a major association region that sup- 
ports a variety of cognitive functions as well as the three 
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which are specific to the prefrontal cortex (provisional mem- 
ory, preparatory set, and interference control). 

An interesting figure in the second chapter of this book 
{covering the anatomy of the prefrontal cortex) highlights 
the importance of this brain region in human beings. In this 
figure the size of the prefrontal cortex is compared in cats, 
dogs, monkeys, and man, clearly showing that only human 
beings have a large and highly developed prefrontal cortex. 
This brain region is obviously the source of much of what 
makes us human. Understanding its structure and function 
permits us as psychiatrists to understand our patients and 
ourselves as human beings. Fuster’s book is a major resource 
toward that end. 


N.C.A. 


Time ‘and the Nervous System, by William Gooddy. New 
York, Praeger, 1988, 192 pp., $37.95. 


Dr. Gooddy defines the purpose of the series of essays 
included in this book as “to suggest an outline for a new 
model of the world in which we find ourselves, based 
upon the concept of human self-awareness in time.” He con- 
fronts us with large questions: What is time? How do we 
have a sense of time? What are the differences between 
personal time and government time? and How can we con- 
struct a philosophy of time that incorporates what we 
know of the role of the brain in mediating time sense? De- 
spite their importance to an understanding of human exist- 
ence, these questions are rarely raised in contemporary sci- 
entific literature. ` 

This small provocative volume consists of 10 chapters, 
each discussing some aspect of human time and relating time 
to the function of the nervous system. Chapters address def- 
initions of time, chronometric principles, clock-like activity 
in the nervous system, personal time, age and time, disorders 
of personal time, space-time disorientation, neurology and 
relativity, and a neurological cosmology. The recent chrono- 
biological studies, of seasonal mood disorders and circadian 
rhythms are barely mentioned; Dr. Gooddy is interested in 
the more abstract and encompassing biological principles 
that determine these surface phenomena. 

The principal theme developed by Dr. Gooddy concerns 
the primacy of the human CNS as the origin of all our con- 
cepts of time, cosmology, and epistemology. He champions 
the uncontestable but often overlooked fact that all the de- 
ductions, explanations, and exemplifications of the sciences 
are neurologically derived from the system that mediates our 
existence and world experience. This emphasis on the pri- 
macy of brain function, however, does not lead him to a 
simple determinism. Dr. Gooddy attacks conventional deter- 
minism on statistical grounds, insisting that with 10 billion 
neurons, each connected directly to 2,000 others and each 
constantly changing, the notion of machine-like statistics 
with predictable results is untenable. 
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Dr. Gooddy also challenges the idea of absolute time (“the 
framework for an eternal universe in which we mortals, 
briefly and helplessly, live”) and argues that time is a human 
convention derived from a space-time transformation by our 
nervous systems in which we have converted the motion of 
the earth around the sun into a repeating cycle by which we 
measure duration. The planetary system is seen as a giant 
clock used by us to express personal time. 

The implications of Dr. Gooddy’s position are many. He 
points out, for example, that the powerful reach their heights 
at about the same time that nervous decline is inevitable. He 
errs in suggesting that dementia is an obligatory part of ag- 
ing, but his point that alterations in brain function are com- 
mon in the elderly and that brain diseases are more common 
in this enlarging age group is well made. More concern about 
detecting these disorders in our growing gerontocracy is def- 
initely warranted. 

Dr. Gooddy provides many interesting insights in the 
course of his little book. For example, he observes that limb 
movements contribute to our sense of time. The vast major- 
ity of humans are between 5 and 6 feet tall and can walk 
several miles in one day. This common experience provides 
the basis of our most general and common-sense ideas of 
persor.al time. It also explains the experience of returning to 
one’s childhood home to find that old haunts seem shrunken: 
our space-time determinants have changed with our increas- 
ing size. Likewise, he shows us that the routine medical and 
family histories are exercises in personal and transpersonal 
chronobiology, exploring time relationships of diseases as 
they evolve in individuals and families. Prognosis is a special 
form of forward vision in which predictions of events of 
future time is attempted. He discusses addiction and drug use 
as temporary escapes from time to provide an artificial ela- 
tion “for the time being.” He points out that alterations in 
the sense of personal time are important elements in many 
diseases, including mania, depression, schizophrenia, delir- 
ium, and dementia. With these observations he allows us to 
see our everyday clinical functions in a new and interesting 
light. 

This is not an easy book. The concepts are difficult and the 
prose is often opaque. Nevertheless, Dr. Gooddy has cul- 
tured an unusual point of view in the course of a long and 
distinguished career in neurology, and he has achieved im- 
portant insights. We can thank him for sharing them with us. 


JEFFREY L. CUMMINGS, M.D. 
Los Angeles, Calif. 


The Bridge Between Neurology and Psychiatry, edited by 
E.H. Reynolds, M.D., F.R.C.P., F.R.C.Psych., and M.R. 
Trimble, F.R.C.P., F.R.C.Psych. New York, Churchill Liv- 
ingstone, 1989, 397 pp., $59.00. 


This volume is a memorial to Sir Denis Hill by his friends, 
colleagues, and admirers. The title of this book comes from 
a lecture by Sir Denis given at Birmingham, England, on the 
50th anniversary of the foundation of the Birmingham Nerve 
Hospital. The lecture, chapter three of this volume, outlines 
the history of ideas in neurology and psychiatry and lays the 
groundwork for the remainder of the book. It should be 
required reading for any student of either discipline. 

The essays are written by a list of authors that constitutes 
a “Who’s Who” in neuropsychiatry: D. Frank Benson, R.H. 
Cawley, A.H. Crisp, John Cutting, George W. Fenton, Peter 
Fenwick, W.A. Lishman, C. David Marsden, Robin M. Mur- 
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ray, M.J. Owen, J. Oxbury, 5. Oxbury, Michael A. Reveley, 
E.H. Reynolds, M. Rossor, Sir Martin Roth, Brian Kenneth 
Toone, Michael R. Trimble, and Stephen A. Whatley. 

This book does not purport to be a textbook of psychiatry, 
and it is not a “how to dc it” book. It does not replace 
Lishman’s text Organic Psychiatry (1) or The American Psy- 
chiatric Press Textbook of Neuropsychiatry of Hales and 
Yudofsky (2). Through a series of elegant essays on topics 
including the classic challenzes of neuropsychiatry, such as 
hysteria, states of consciousmess, sleep, and disorders of lan- 
guage, it outlines the frontie-s of psychiatric research. There 
are excellent reviews of EEG (better than buying a textbook), 
psychiatric genetics, neurotrensmitters, and epilepsy. The dys- 
control syndrome is discussed, as are the many interfaces or 
“bridges” between neurolog? and psychiatry that are becom- 
ing apparent with the advances of neurophysiology, neuro- 
pathology, neuropharmacology, and the functional brain im- 
aging procedures—magneti= rescnance imaging, positron 
emission tomography, and computed EEG. Much new re- 
search is presented, and the essay format permits the authors 
to express more opinion and more discussion than would the 
usual journal article. 

The real value of the bcok, however, is not the many 
excellent surveys of various aspects of neurology and psychi- 
atry and their interaction bat in what it reveals of the phi- 
losophy of being a physiciar. The approach to the patient as 
a suffering human being rather than an organism divided 
into subspecialties comes th-ough in the various approaches 
presented to clinical problems. The complicated questions of 
mind versus body and free will versus determinism and the 
very foundations of historical Western thought are played 
out in the insightful reviews by this panel of experts. This is 
no mere compendium of treatments or theories but a good 
starting point for a discussion of what a curriculum in psy- 
chiatry ought to include. Tre advances in neuroscience may 
be among the most importent in history but are in no way 
separate from the advances in immunology, molecular ge- 
netics, and cellular physiolcgy common to cther disciplines 
of medicine. 

This book emphasizes the unity of medical treatment 
rather than the fragmentation that has most unfortunately 
separated neurology and psychiatry in the recent past. The 
bridge referred to in the title is in fact the underlying scien- 
tific basis of medical practice. The authors of this volume 
amply convey the excitemen: and rewards of patient care and 
the scientific search for the origins of the human mind. 


REFERENCES 


1. Lishman WA: Organic Psychiatry: The Psychological Conse- 
quences of Cerebral Disorder. Oxford, Black Scientific, 1978 

2. Hales RE, Yudofsky SC (eds): The American Psychiatric Press 
Textbook of Neuropsychiatry. Washington, D'C, American Psy- 
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JAMES R. MERIKANGAS, M.D. 
New Haven, Conn. 


Neuropsychology, Neuropsychiatry, and Behavioral Neurol- 
ogy, by Rhawn Joseph. New York, Plenum, 1990, 372 pp., 
$45.00. 


The Critical Issues in Neuropsychology series from Ple- 


num Press, edited by A.E. Puente and C.R. Reynolds, in- 
cludes primarily edited works thematically organized around 
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important neuropsychological themes. In Neuropsychology, 
Neuropsychiatry, and Behavioral Neurology, the series 
moves to a more sweeping panorama: a tour de force by a 
single author that summarizes and -synthesizes what is 
known of links between brain and behavior. In 372 densely 
written and extensively referenced pages, the reader may 
peer into the universe of what is known about the neurolog- 
ical determinants of thought, consciousness, emotion, and 
the unconscious. 

The book is actually presented in two parts, although they 
are not demarcated as such. The first consists of the initial 
seven chapters, which are organized neuroanatomically ac- 
cording to cerebral hemispheric structures (i.e., frontal lobes, 
occipital lobes). This is the larger part of the book and is by 
far the more useful, original, and effective. These chapters 
offer more than traditional, “‘bullet-wound’’ neuropsychol- 
ogy, although they include reviews of the older “lesion- 
makes-deficit” research. There is a much greater sensitivity 
to the organismic interrelatedness of the brain here. Rhawn 
Joseph pays careful attention to current knowledge of neu- 
roanatomical connections, especially intrahemispheric short- 
and intermediate-length association tracts. Some neurophys- 
iology is also reviewed, and the reader has a glimpse of the 
fantastic electric choreography that is at work in the brain, 
cutting across our clumsy categories of lobes and layers. Im- 
portant older literature is described, such as the contribution 
of Freedman and Watts concerning frontal lobe surgery and 
personality. Freud and the unconscious find their places as 
well in the chapters discussing contributions of limbic system 
and right hemisphere structures to noncognitive mental life. 
These seven chapters enliven neuropsychology and make the 
book worth its price for anyone with serious clinical or re- 
search interests in this field. 

The last three chapters shift the focus of the book from 
anatomical regions to pathophysiologies: trauma, stroke, 
and tumor. These fields prove too broad even for someone 
with the considerable talents and experience demonstrated 
by the author, however. The descriptions of disease mecha- 
nisms, physiological processes, and clinical syndromes be- 
come more truncated here, as the book reaches beyond its 
behavioral expertise. These chapters might have been left out 
without harm to the excellent core of the book. 

My conclusion is that Neuropsychology, Neuropsychiatry, 
and Behavioral Neurology is a brilliant review of major neu- 
ropsychological realms, placing them creatively in a neuro- 
logical context. The three chapters at the end are not neces- 
sary for the impact of the work. Serious neuropsychological 


clinicians or academicians should have some familiarity with 
this book. 


R.B. SCHIFFER, M.D. 
Rochester, N.Y. 


DEMENTIA 


Aging Brain and Dementia: New Trends in Diagnosis and 
Therapy, edited by Leontino Baitistin and Franz Gersten- 
brand, New York, Alan R. Liss, 1990, 622 pp., $140.00. 


This volume, number 54 in the Neurology and Neurobi- 
ology series, is a collection of papers originally presented at 
a symposium on dementia held in Italy in September 1988. 
As may be expected from a collection of proceedings, the 
quality varies considerably from contribution to contribu- 
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tion and there are redundancies. As if to emphasize the het- 
erogenous nature of the contributions, the manuscripts. were 
apparently photocopied directly so that the print of each 
chapter differs from the next, which is most disconcerting to 
the reader. 

The purpose of the conference was to present up-to-date 
information on the epidemiology and neurobiology of de- 
mentia as well as new trends in diagnosis. As such, this vol- 
ume will be of interest only to researchers in dementia and 
geriatric psychiatrists with a particular focus on dementing 
illness. It is not for the average clinician. 

Several chapters may be singled out as particularly useful. 
There is an excellent review of epidemiologic studies of 
Alzheimer’s disease as well as the genetics of this disorder. 
Several contributors describe the neuropathology and -clini- 
cal presentation of dementias associated with vascular dis- 
ease and Parkinson’s disease. There is a particularly useful 
review of normal age-related changes in the microscopic 
anatomy, protein metabolism, and neurotransmitter func- 
tion of the brain. 

Several chapters review the effects of neurotransmitter pre- 
cursors and compounds that purport to stimulate aminergic 
as well as cholinergic neurotransmitter function. Much of 
this information has been presented in one form or another 
previously, but the overall reviews are useful. The most in- 
teresting new information gathered in this volume concerns 
the use of imaging techniques in the normal aging brain and 
in dementias of various etiologies. One contributor corre- 
lates brain electrical mapping information with magnetic res- 
onance imaging and single photon emission computed to- 
mography imaging and concludes that these three techniques 
together are useful in subclassifying dementias of different 
etiology. 

The volume concludes with a presentation regarding a 
substance known as acetyl-L-carnitine, a naturally occurring 
substance in the human body that has some cholinergic prop- 
erties. When given to patients with degenerative or vascular 
pathology, it induced some improvement in performance, 
suggesting that further study of this interesting substance 
would be exciting. 

Unlike many collections of presented papers, this volume 
contains an outstanding index, which should make it espe- 
cially useful for the researcher. 


CARL SALZMAN, M.D. 
Boston, Mass. 


Huntington’s Disease: A Disorder of Families, by Susan E. 
Folstein, M.D. Baltimore, The Johns Hopkins University 
Press, 1989, 224 pp., $40.00. 


Reading this book made me reflect on the status of psy- 
chiatry and on whether as psychiatrists we are where we 
want to be. It was no easy task to review this volume because 
I must admit that during most of my career I have had an 
orientation and bias very similar to the author’s concerning 
the role of psychiatry in understanding neuropsychiatric dis- 
ease. This “‘neuroscientific” viewpoint, in essence, craves val- 
idation of psychiatric principles outside of the field of psy- 
chiatry itself and posits that it is quite impossible to make a 
real contribution if one is just a psychiatrist. In certain aca- 
demic circles, therefore, it is now quite fashionable for psy- 
chiatrists to have expertise in such diverse clinical fields as 
neurology, psychology, internal medicine, radiology, or even 
such basic disciplines as biochemistry, molecular biology, 
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pharmacology, or physics. Are psychiatrists really able ade- 
quately to master more than their own specialty? Is there 
truly such little substance to psychiatry? One wonders 
whether the cost of multispecialization is a lack of sophisti- 
cation in one’s own field. 

This book begins with a journeyman’s chapter on the his- 
tory of Huntington’s disease, followed by chapters on the 
motor abnormalities, the dementia, and the emotional fea- 
tures of this disorder. The second section comprises chapters 
on clinical and basic research findings in the areas of neuro- 
pathology, neuroscience, epidemiology, and genetics. Third, 
there are chapters on the issues of diagnosis and care. The 
case examples that accompany each chapter are well chosen 
and effectively convey the clinical features the author is at- 
tempting to describe. I found the appendixes of this book 
particularly useful in that they constitute a guide to clinical 
assessment instruments used by the author in her research 
program; genealogical strategies for developing large kin- 
dreds; service organizations and agencies that a researcher, 
clinician, or patient might find useful; and the basics of ge- 
netic counseling. Finally, there is a comprehensive reference 
list of articles published in the last decade. 

The author states in the preface that in the course of “fa- 
cilitating the participation of patients in research,” she has 
“become involved in many [Huntington’s disease] research 
projects in psychology, neurology, genetics, pathology, and 
neuroscience, as well as in psychiatry ... [her] primary in- 
terest.” However, I do not know whether I like the end prod- 
uct of this style of scholarship. This book tries to span too 
much territory and hence comes up lacking in depth of un- 
derstanding. It is unclear to me whether this volume is in- 
tended for psychiatrists, neurologists, psychologists, social 
workers, or the educated layman who is at risk for or suf- 
fering from Huntington’s disease. Sections of the book that 
describe the neurology of Huntington’s disease are geared to 
psychiatrists but are insufficient for neurologists; the psychi- 
atric aspects are superficial but probably adequate for 
nonpsychiatrists; and the parts on basic science are meant to 
be understandable to clinicians. 

This book may well help clinical researchers involved in 
developing a multidisciplinary program to study any of a 
variety of neuropsychiatric illnesses. However, an important 
lesson to be learned from this volume is that there is a real 
danger for such a researcher to become a manager, rather 
than a doer, of research with superficial involvement in sev- 
eral areas that are not psychiatry. 


PETER R. MARTIN, M.D. 
Nashville, Tenn. 


Alzheimer’s Disease: Advances in Neurology, vol. 51, edited 
by Richard J. Wurtman, Suzanne Corkin, John H. Growdon, 
and Eva Ritter-Walker. New York, Raven Press, 1989, 310 
pp., $85.00. 


This work reviews the current status of research on Alz- 
heimer’s disease. Workers in this area need to run fast to 
keep up with rapidly advancing knowledge in the field. This 
book provides a nice update that can be useful for clinician 
and researcher alike. There are five major topic areas: clinical 
and epidemiologic issues, pathology, neurochemistry, genet- 
ics and molecular biology, and, finally, treatment aspects. 

The articles in the section on clinical diagnosis and epi- 
demiology develop a useful cross-cultural perspective. These 
articles provide North American researchers with the per- 
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spective of our European colleagues. Of note 5 that although 
there is no European consensus about diagnestic criteria for 
Alzheimer’s disease, a group called EURAGE is attempting 
to develop collaborative studies and criteria for entry into 
studies. The articles in this section are of use -n that they are 
a directory of those doing research in Alzheiner’s disease in 
Europe and provide useful contacts for researchers in the 
United States. 

An article of particular interest is that of Jorm, who de- 
scribes some interesting pitfalls of data analysis of Alzhei- 
mer’s disease studies. Jorm adds some new -nsights :n this 
paper, but I missed reference to his previous work on the 
pitfalls of subtyping, althoug. these issues are raised by other 
authors in this section. These papers are required reading for 
those who wish to speak intelligently abou- subtyping of 
Alzheimer’s disease. 

Now well-armed to critique studies of suttyping cf Alz- 
heimer’s disease, the editors _aunch into the s2ction or. stud- 
ies of pathology and subtypirg. If one carefully reads the first 
section on pitfalls of data analysis, the studies in this section 
provide interesting insights cn how investigators try to pro- 
duce high-quality research in the real world. The articles 
cover the “hor” issues in the area, including Lewy body de- 
mentia and parkinsonian symptoms, Binswanger’s cisease 
and white matter changes, and fron-al lode syndromes. 
These articles are quite complementary to the articles in the 
first section. 

The third section discusses neurochemical ard neurctrans- 
mitter issues. This section revolves around -he cholinergic 
hypothesis, although most of the other concepts are dis- 
cussed, It is quite appropria-e to discuss this area in depth 
given the ongoing studies o2 tacrine (tetrahy droaminoacri- 
dine). Updates of most of the other theories o- the molecular 
biology and genetics of Alzheimer’s disease are discussed 
in section four. Articles include updates on neurofibrillary 
tangles, amyloid, amyloid precursors, and genetic linkage 
studies. 

The last section discusses tehavioral and treatment issues. 
There is a brief but concise review by Cra:k on memory 
changes in normal aging followed by discuss on of the Bal- 
timore Longitudinal Study of Aging by Arenberg anc a re- 
view of drugs with potential effects on normal memory by 
Crook. These works provide good source materials for those 
unfamiliar with the field of normal agirg reseerch and com- 
plement the studies of pathological aging, i.e., Alzheimer’s 
disease. Finally, there are detailed discussions əf the various 
agents potentially of use in Alzheimer’s disease, especially 
tacrine. 

All in all, I found this bock useful as a current review of 
the area. The articles are not 30 technical that zne new to the 
field would feel lost. Yet there is enouga matezial of saphis- 
tication for the researcher to find this a useful compendium. 


JEROME A. YESAVAGE, M.D. 
Salo Alto. Calif. 


TEXTBOOKS 


Clinical and Diagnostic Interviewing, editea by Robert J. 
Craig, Ph.D. Northvale, N.J., Jason Aronson, 1989, 344 pp., 
$40.00. 


To prepare for this review, I asked 10 of my second-year 
medical students what the most important diagnostic tool in 
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psychiatry was. After several votes for CT scan, magnetic 
resonance imaging, and EEG and one for positron emission 
tomography, a woman whose father is a psychoanalyst, 
looking anxious about the group’s response, suggested the 
mental status examination. If a new book on clinical inter- 
viewing helps make that lone voice grow stronger, then 
bravo! The authors in this volume are committed to the idea 
that the clinical interview has specific technical aspects and 
has utility in the diagnosis of mental illness today. With that 
said, this book becomes a useful manual to explore the con- 
cepts and contexts, bora physical and theoretical, of the 
interview. 

In the introduction, Dr. Craig, the editor, makes it clear 
that few guidelines were imposed on his contributors to al- 
low for the greatest possibility of teaching with a creative 
approach to the subject. His strategy has been successful, and 
what emerges is a compendium of complementary rather 
than conflicting material. The first portion of the book ex- 
plores the settings of the clinical interview and a phenome- 
nological orientation to the interview. The authors discuss 
patients’ and therapists’ expectations and the role of clinical 
judgment. These discussions are especially well done for the 
student, and I have used chapters from the book to teach 
medical students. The second part is geared more toward 
residents in psychiatry or psychology trainees. Sullivanian 
psychoanalytic and humanistic approaches to the interview 
are elaborated. From reading these chapters, one gets a 
clearer view of how information is elicited depending on 
one’s theoretical persuasion. 

The third part is written for those who want an in-depth 
view of techniques for interviewing patients with specific 
psychopathologies. It is, I feel, the least useful part of the 
book for the fully trained and the most useful for the begin- 
ner. It helps with questions students often ask, such as, What 
do I ask an alcoholic? How do 1 elicit psychosis? What’s 
important in the forensic interview? What’s important in the 
child evaluation? 

Finally, the book contains information on focused inter- 
views. The chapter on the mental status examination pro- 
vides a useful view of the dynamic facets of this interview 
without ignoring the importance of assessing for organic eti- 
ologies. A discussion of the DSM-III-R multiaxial diagnostic 
system would have beer. useful here, and I feel the lack of 
such discussion limits the overall usefulness of the book for 
general psychiatry residents, who will have to find this vital 
information elsewhere, I am somewhat disappointed that.a 
chapter on DSM-III-R was not included in what is an almost 
complete volume on interviewing techniques and the process 
of gathering and understanding clinical data in an interview. 

In all, Clinical and Diagnostic Interviewing is a clinically 
useful book for practitioners in a wide variety of mental 
health specialties at different levels of training. 


RONALD J. KOSHES, M.D. 
Fort Lee, Va. 


Human Behavior: An Introduction for Medical Students, ed- 
ited by Alan Stoudemire, M.D. Philadelphia, J.B. Lippincott 
Co., 1990, 362 pp., $15.95 (paper). 


In the preface of this intriguing book, the editor tells us, 
“The primary emphasis . . . in medical training is devoted to 
assimilating a scientific knowledge base and practicing the 
technical aspects of medical diagnosis and treatment. Rela- 
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tively little consistent attention is given to acquiring and de- 
veloping the necessary knowledge and skills to understand 
and attend to the psychological and emotional needs of the 
medically ill” (p. xiii). Thus, the book attempts to give the 
biopsychosocial model both theoretical respectability and 
practical applicability. The goal is formidable indeed because 
it attempts to fill a gap in the current trends of medical 
education, almost blinded by the return of psychiatry to the 
“mainstream of medicine”’—a good excuse for those who 
overtly or covertly advocate narrowness in the training of 
physicians. Furthermore, the book serves as the basis for the 
companion text in this series, Clinical Psychiatry for Medical 
Students (1) and, as such, reaffirms throughout its pages tne 
unique dimension of any “basic science” for psychiatry. 

The book has five sections and 13 chapters. As a good 
example of the complexity of most of the topics, chapter one, 
“The Biopsychosocial Model in Medical Practice,” is, in 
reality, three chapters devoted to conceptual clarifications, 
epidemiology of psychiatric disorders in general medical 
practice, and concepts of social epidemiology and illness Łe- 
havior, respectively. Although one gets the impression that a 
“humanistic approach” is considered similar to a “biopsy- 
chosocial approach,” the case study ends up like a listing of 
independent variables, the psychological ones remaining ex- 
clusively at the descriptive level. The definitions of disease 
and illness may be questionable (2), and the concept of illness 
behavior, even though sanctioned by Kleinman, seems to be 
a catchall statement. 

In chapter two, “Culture, Ethnicity, and Behavior and the 
Practice of Medicine,” the question of whether some com- 
ponents of this volume are general articles or book chapters 
suddenly becomes relevant. Without any previous mention 
of DSM-III-R, the chapter includes it (p. 35) as a concept 
that, one presumes, the authors think should be familiar to 
the medical student. This chapter includes some common- 
places of the behavioral literature but also has a good review 
of sociology and the dangers of stereotyping. The asserticn, 
however, that “the role of social class in determining behav- 
ior is closely intertwined with ethnicity” (p. 37) is questicn- 
able for precisely the same reasons that make the terms “‘so- 
cial” and “cultural” different, in spite of their conventional 
linkage. 

In section two, Two Fundamental Psychological Theor-es 
of Human Behavior, the two theories included are, predict- 
ably, psychoanalytic psychology (chapter three) and behev- 
ioral and social learning psychology (chapter four). Bcth 
chapters have excellent glossaries of key concepts. The chap- 
ter on psychoanalysis attempts to depict Freud as a cham- 
pion of the biopsychosocial model, deemphasizing his exces- 
sive psychologism. Furthermore, it attempts to explore, in 
my opinion wrongly, the value of psychoanalysis as a theary 
of human behavior and a method of treatment, bypassing the 
fundamental aspect of psychoanalysis as a method of inves- 
tigation of the mind. In fact, to include the study of psycko- 
analysis as a method of treatment is completely out of phase 
with the book’s stated focus on the medically ill. It is, how- 
ever, a good review, and I particularly liked the section on 
separation-individuation. The review on classical and oper- 
ant conditioning and the contributions of the cognitivists are 
strengths of the chapter on behavioral psychology, even 
though the therapies read like a cookbook. 

Not surprisingly, section three, Human Development, has 
the most chapters (five). This section is a good example of 
how clinical findings precede research on normality or, at 
least, enhance it substantially. The chapter sequence is quite 
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appropriate. Chapter six, “Childhood and Adolescent Devel- 
opment,” follows the approach of Gesell et al., avoids more 
or less successfully the risks of duplication, presents a very 
useful table on the correspondence of the stages of develop- 
ment according to different schools of thought, but cites an 
author (Tanner) nowhere to be found in the bibliography 
and implies that alterations in levels of steroid hormones are 
primarily responsible for birth defects and complications of 
pregnancy and delivery in mothers under emotional stress (p. 
138). 

Chapter seven, “Adult Development,” is one of the best of 
the book and not only because this topic has not been ex- 
plored in similar textbooks. It includes useful definitions and, 
prediczably, uses Eriksonian concepts. The authors give over 
a total of seven pages to their introduction before entering 
into the subject matter—a tribute to its complexity. Another 
excellent chapter is “The Family in Human Development 
and Medical Practice.” Although it discusses therapy with- 
out first outlining the pathology, it has extremely useful con- 
cepts of the family’s basic functions and schools of family 
therapy. Its most original contribution, however, is the geno- 
gram, a drawing of a family tree that records important in- 
formation for at least two or three generations. Although at 
an early stage in its development, this concept could open a 
very useful way to approach history taking in a manner rem- 
iniscent of the legacy of Adolf Meyer (3). 

From chapter nine on, the book turns primarily biological. 
The titles are self-explanatory: “The Behavioral and Psycho- 
biologic Effects of Developmental Trauma,” “Ethology and 
Human Behavior,” ‘“‘Neurobiologic Aspects of Behavior,” 
and “Behavioral Genetics.” Whether this is homage to the 
“golden age of neuroscience” or the unspoken need to be 
scientific, all of these chapters obviously depart from the 
overall biopsychosocial philosophy. Neuronal group selec- 
tion, ethological phenomena, neurotransmitters, and some of 
the recent genetic contributions to the etiopathogenesis of 
psychiatric conditions are very well presented. 

The last chapter, the only one in the last section (Clinical 
Applications), deals with the supportive psychological care 
of the medically ill and presents excellent diagrams of ab- 
normal illness responses and illness dynamics. In short, this is 
the best effort at conceptual integration in the whole volume. 

It is precisely the attempt at a true integration that gener- 
ates undue expectations of this book (4). The results fall 
short of such objective, not because of lack of skills or bril- 
liance in the many distinguished contributors, but primarily 
because the model itself has not solved the problem of its 
intrinsic fragmentation, and its ubiquitous umbrella-like per- 
spective is devoid of solid practical applicability, still running 
the risk of detours, repetitions, and cliché-like statements. 
Althoagh some medical students are going to find very useful 
and cear definitions in this book, its overall goal—the ex- 
cellenz, integrated, and compassionate treatment of each pa- 
tient as a unique individual—remains somewhat elusive. Sev- 
eral chapters present excellent case studies, the annotated 
bibliographies are quite thorough, and the information in- 
cluded in the appendix section is worthwhile. One hopes that 
the application of a problem-oriented method of teaching 
human behavior will be productive and result in the increase 
of psychiatric vocations. In the last analysis, however, the 
message of a book like this should be the solid appreciation 
by nonpsychiatric physicians of the documented value of the 
biological, psychological, and social views of the drama of 
human illness. 
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RENATO D. ALARCON, M.D., M.P.H. 
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Basic Child Psychiatry, 5th ed., by Philip Barker, M.B., B.S., 
F.R.C.P.(Ed), F.R.C.P.{C), D.P.M., D.C.H. Cambridge, 
Mass., Blackwell Scientific (St. Louis, Mc., Mosby-Year 
Book, distributor), 1988, 399 pp., $52.00; $29.50 (paper). 


Knowledge in the field of child and adolescent psychiatry 
continues to grow. Although comprehensive textbooks pro- 
vide detailed reviews, there is a need for an introductory text 
that could be used by a variety of health professionals at 
various levels of education. Philio Barker indicates, in his 
introduction, that the purpose of his most recent textbook is 
“to provide the newcomer to the field with the basic facts of 
the subject and information about where to learn more.” 
Barker’s book clearly achieves this goal. 

The initial chapters present information about the devel- 
opment and diagnostic assessment of children and their fam- 
ilies. Chapters that follow review major syndromes in child 
psychiatry, forensic psychiatry, abuse and neglect, and, fi- 
nally, treatment and prevention. Chapters are concise and 
well organized. The typical chapter framework includes def- 
inition of the problem and issues, reports on the prevalence, 
and a list of hypotheses, and a brief section on treatment and 
outcome. Separate chapters are devo-ed to more in-depth 
discussions of psychiatric treatment of children. 

Barker provides a review of therap:es, including ind:vid- 
ual, family, group, and behavioral approaches and hypno- 
therapy. Other treatments include day-patient, inpatient, al- 
ternative family, educational remeciation, and speech therapy. 
Unfortunately, the section on pharmacology is weaker in 
substance than those on other topics. For example, in the 
treatment of attention-deficit hyperactivity disorder, scant 
mention is made of the role of tricyclic antidepressant med- 
ication, an important pharmacclogical intervention. The 
reader wanting more information on pharmacotherapy is ap- 
propriately directed toward referenced material. 

Dr. Barker’s writing style leads to a very pleasant and 
quick read. Although the text is more than 350 pages long, it 
can be read from cover to cover in a relatively short time, 
lending itself to medical student rotations. 

As intended, this clearly written and well-balanced text 
provides the basic facts of child and adolescent psychiatry; 
further, it supplies the reader with a comprehensive list of 
references. A variety of health profess:onals, including med- 
ical students and psychiatry residents, will find this book 
useful. 


BRENT LOVETT, M.D. 
GARY R. GAFFNEY, M.D. 
Kansas City, Kan. 
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American Psychiatric Press Review of Psychiatry, vol. 9, ed- 
ited by Allan Tasman, MD., Stephen M. Goldfinger, M.D., 
and Charles A. Kaufmann, M.D. Washington, D.C., Amer- 
ican Psychiatric Press, 1990, 699 pp., $54.95. 


Like its predecessors, volume 9 of this annual review pre- 
sents five topics in separate sections. Overall, the volume is a 
good one. Some of the sections, however, are plagued by 
careless editing, ranging from missing lines and misspellings 
(bupropion suddenly becomes buproprion throughout one 
chapter, and the incorrect form appears in the index), to 
self-contradictory cr meaningless statements. It is hard to 
believe that the following sentence could have escaped any 
copyreader’s attention: “In the face of such common, benign, 
but very rare, idiosyncratic reactions, this investigator sug- 
gests occasional initial blood count monitoring” (p. 182). 

A review the length of this one cannot pretend to do justice 
to the good points cf each section. At best, I can mention my 
favorites, with some indication of why they appealed. One 
recommended chapter is “Potential New Pharmacotherapies 
for Refractory Depressior.” by William Potter, Matthew Ru- 
dorfer, and Husseini Manji. It deals with classes of drugs 
wkose mechanisms of accion are distinct from those of the 
traditional tricyclics and monoamine oxidase inhibitors. 
Also interesting is chapter seven, “Sleep Restriction, Exer- 
cisz, and Bright Lights: Alternative Therapies for Depres- 
sion” by Eva Hillman, Daniel Kripke, and J. Christian Gillin. 

Burton Reifler and Kimberly Sherrill, in “Dementias: Re- 
versible and Irreversible,” correctly denounce the overuse 
and misinterpretation of the concept of pseudodementia. 
They then discuss the treatable aspects of irreversibly de- 
mented patients (depression, drug toxicity, behavioral prob- 
lems) and give due attention to “the second patient,” the 
caregivers (usually family members) who overextend them- 
selves and then fall prey to guilt or resentment. 

Outstanding are chapters 16 and 17: “Development of 
Psychoanalytic Psychology: A Historical-Conceptual Over- 
view,” by Paul Ornstein and Jerald Kay, and “The Process 
of Psychoanalytic Psychotherapy: A Self-Psychological Per- 
spective,” by Anna Ornstein and Paul Ornstein. These chap- 
ters provide the most readable and understandable summary 
of Kohut’s psychology ard treatment approach that I have 
encountered. 

In “Psychiatric Consultation to Oncology,” Marguerite 
Lederberg, Mary Jane Massie, and Jimmie Holland discuss 
patient complaints that are dismissed as “just psychological” 
by the medical staff. They also deal with cancer pain man- 
agement, the ethical issues and emotional reactions affecting 
medical decisions in the terminal care period, and alternative 
cancer therapies. Another excellent review in this section is 
chapter 24, “Psychiatric Consultation to Internal Medicine” 
by Alan Stoudemire and James Levenson. 

Section five, AIDS and HIV Infections, edited by Stephen 
Goldfinger and Carolyn Robinowitz, is well edited, so there 
are none of the redundancies among chapters that occur in 
some of the other sections. In chapter 28, John Markowitz 
and Samuel Perry present a succinct medical overview of 
AIDS, and in chapter 29 Alexandra Beckett does the same for 
HIV-related nervous system disorders. “Public Policy, Legal, 
and Ethical Issues” are the focus of chapter 32 by James 
Krajeski. Public health measures, how policy decisions are 
made, HIV antibody testing and contact tracing, confidenti- 
ality, the duty to protect, and the obligation to treat are 
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among the subjects presented, not to give dogmatic answers 
but to pose the relevant questions. ; 


ROBERT J. CAMPBELL, M.D. 
New York, N.Y. 


CHILDREN AND FAMILIES 


The Child’s World of Illness: The Development of Health 
and Illness Behaviour, by Simon R. Wilkinson. New York, 
Cambridge University Press, 1988, 288 pp., $52.50. 


Although the literature on consultation work with adults 
has expanded considerably in recent years, a similar growth 
has not yet occurred in child and adolescent psychiatry. This 
is particularly surprising because child psychiatry has its or- 
igins, in part, in pediatrics and because pediatric consultation 
continues to be a central aspect of child psychiatry training 
and practice. Given the potential importance of childhood 
illness on later illness and behavior, the relative dearth of 
literature in the area is unfortunate; it reflects a lack of re- 
search and researchers, the complications posed by consid- 
erations of developmental change, and a relative overempha- 
sis on disease-specific, as opposed to more general, processes. 
Volumes like this one are, accordingly, particularly welcome. 

This book draws heavily on concepts derived from the 
behavioral sciences in helping us understand how children 
understand and communicate their experience of illness. Al- 
though many concepts and terms will be somewhat unfamil- 
iar to the clinician, the straightforward presentation and or- 
ganization make for a highly readable book. The volume 
examines the development of children’s concepts of illness 
and how these concepts are related to the broader social 
context of children’s experience. For example, children’s un- 
derstanding of the contributions of dirt and germs and per- 
sonal responsibility to illness are discussed. Interview data 
are used to illustrate developmental aspects of notions of 
illness and health. Additional chapters focus on the role of 
“pretend” illness in development of somatoform complaints 
and on implications of the author’s model for consultation 
and health education. The emphasis on communication in all 
its myriad forms—through play, for example—provides an 
overarching framework that helps the reader place the vol- 
ume within a broader context. 

This volume will be particularly helpful for clinicians and 
trainees interested in improving their skills in consultation 
work. It is not a simple “how to” manual; rather, it provides 
an important and general approach to understanding, and 
facilitating, communication about illness and health. It 
should be of interest to those of us interested in better un- 
derstanding a child’s experience of illness and in communi- 
cating with children about such experiences. 


FRED R. VOLKMAR, M.D. 
New Haven, Conn. 


Women in Families: A Framework for Family Therapy, ed- 
ited by Monica McGoldrick, Carol M. Anderson, and Froma 
Walsh. New York, W.W. Norton & Co., 1989, 479 pp. 
$34.95. 


In the last 3 years, four important books have been pub- 
lished that examine, criticize, and propose innovations in 
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family therapy from a feminist perspective. Like other forms 
of psychotherapy, family therapy has ignored or underesti- 
mated the importance of gender. Two of these books focus 
primarily on how to practice family and couples therapy that 
has been informed by feminism, one by a group of younger 
women therapists (1) and the other by a more experienced 
group of therapists from the Ackerman Institute (2). In ad- 
dition, Deborah Luepnitz (3) has published a critical feminist 
evaluation of the major theories used by family therapists, 
which she supplements by some case reports of her own 
work. Finally, there is the book being reviewed here. It is a 
multiauthored collection of papers written, for the most part, 
specifically for this volume and supplemented by a few clas- 
sical papers from the literature. Each of these books has a 
different flavor and offers the reader different opportunities 
to rethink his or her theories, to learn, and to become a better 
therapist. . 

All of these books place gender at the very center of their 
theorizing, research, and practice. In this regard, these au- 
thors are different from the pioneers in family therapy, who 
either ignored gender or who had a patriarchal bias. These 
authors differ as well from the systemic family therapists, 
who have tended to treat all members of the family as ab- 
stract “punctuations” in an informational network of mu- 
tual influence and thereby ignored differences in power. They 
also take issue with structural family therapists, who have 
viewed the family in functional terms (it looks this way be- 
cause this way works), and the problem-focused family ther- 
apists, who wanted to alleviate (“solve”) the problem regard- 
less of the injustices inherent in the allocation of gender 
responsibilities. With gender as a loadstone, attention is 
drawn co the inherent inequality and unfairness of much of 
family life: to issues of power, mother blaming, the abuse of 
wives, the relative impoverishment of women and children 
after divorce, and the effects of a social system that removes 
men from families, leaves the children to the care of over- 
burdened women, and then holds the women responsible for 
the children’s problems. 

This book does not focus attention on any one of these 
issues; rather, it discusses all of them and many more. At 
the outset, it should be said that this is an excellent collection 
of papers, and, of course, like all collections, some of the 
papers were more interesting than others. I found the fol- 
lowing particularly useful: Walsh and Scheinkman’s chapter, 
“(Fe)male: The Hidden Gender Dimension in Models of 
Family Therapy,” Goldner’s “Generation and Gender: Nor- 
mative and Covert Hierarchies,” Hare-Mustin’s classic and 
pioneering “The Problem of Gender in Family Therapy,” 
Taggart’s “Epistemological Equality as the Fulfillment of 
Family Therapy,” and McGoldrick’s “Women Through the 
Family Life Cycle.” This outline will also serve to give the 
reader a flavor of the book. 

Certain other chapters on specific issues deserve special 
comment. Roth’s chapter on psychotherapy with lesbian 
couples will be useful to anyone working with this popula- 
tion and, in addition, sheds light on relational problems 
more generally. Anderson and Holder have written an excel- 
lent, brief, but comprehensive overview of the special pre- 
sentaticns and problems of the female mental patient. Laird, 
who discusses the importance of stories in how we under- 
stand life, emphasizes a therapeutic avenue often overlooked. 
Although it is, unfortunately, commonly believed that work- 
ing with the woman in an addictive couple is a way of hold- 
ing her responsible, and although it can be, Bepko clearly 
demonstrates that, if practiced responsibly, it can be an effec- 
tive method of empowering women. This chapter also dem- 
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onstrates that the person with whom one wogexs in psycho- 
therapy is less important than the goals oZ that work, 
whether to hold responsible and blame or to urderstand and 
empower. There is no reason why one cannct understand 
and empower more than one person at a time. This is an 
unfortunate dichotomy around which family therapy and 
feminist therapists have become polarized. 

Reading the whole book leaves one with tke impression 
that there is somewhat too much overlap ard that it has, 
perhaps, too sociological a perspective. On the bother hand, it 
is useful to be reminded of the many ways in which women 
are disadvantaged—economically, socially, p+ ychiatrically, 
culturally, and by many social systems. It is true that class, 
race, and gender often overlap. 

What was missing for this male reader was the opportu- 
nity to read about women’s unique inner experience of mar- 
ital and family life. Almost certainly men woald not share 
their inner experiences in an edited volum= Braverman, 
alone, describes enough about her relationsnip with her 
mother and her own children to make her chepter, “Beyond 
the Myth of Motherhood,” personally involvimz. Perhaps we 
become therapists in part because we want to listen to sto- 
ries; certainly we hear enough of them. Bravrerman’s story 
highlights both the lies in the myth of mothe-n00d and the 
truths it contains, which the rest of her chapter discusses. But 
perhaps I am asking too much of an excellent volume that I 
can only encourage others to buy and read. 
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HENRY GRUM=BAUM, M.D. 
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Family Transitions: Continuity and Change Over the Life 
Cycle, edited by Celia Jaes Faliccv. New ‘ork, Guilford 


Press, 1989, 486 pp., $35.00. 


Falicov and her collaborators have producec a fine book, 
one with many contributions that advance the teld of family 
therapy. Like all collections, however, some p eces are out- 
standing and others restate femiliar positions, some are am- 
bitious and others are pedestrian, and some sueed and oth- 
ers do not. However, more than many books, this volume is 
an effort to go beyond where we are now. It azempts a new 
synthesis using the concept of family transitiors in family life 
and in therapy as the focal point. A caveat is im order because 
the field of family therapy is small and I Enow and am 
friendly with several of the contributors. 

The single most outstanding contribution x this book is 
by the editor. Her chapter is a thoughtful and clear effort to 
integrate the various conceptions of family tcansitions and 
development and to locate the different approeches to family 
therapy in relation to these concepts. She goss beyond the 
boundaries of family therapy to discuss sociogy, she en- 
deavors and, to some extent, succeeds in integrating a life 
cycle approach with systems theory, and she is both inclusive 
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and incisive. This piece of work sets an unusually high stand- 
ard for the book as a whole. 

Other outstanding chapters that deserve special mention 
are those by Wynne, who describes an epigenetic model of 
family processes; Bennett, Wolin, and McAvity, who discuss 
tke relationship among family identity, rituals, and myths; 
and Liddle, whose chapter is entitled ‘Developmental Think- 
ing and the Family Life Cycle: Implications for Training 
Family Therapists.” Many of the other pieces in this book 
will also be quite useful to clinicians and teachers. One more 
essay that deserves special comment is that by Joselevich, an 
Argentine family therapist, who beautifully describes the 


treatment of a family transition involving cumulative stress 
and crises. 

There are many other good pieces of work in this volume 
and also a few that either do not bear on the subject or are 
poorly thought out. One reviews this volume with admira- 
tion for the editor, her courage, and her high goals but 
wishes that all of her collaborators had been able to live up 
to the intellectual challenge of her ideals. This is an ambi- 
tious work well worth owning and reading selectively. 


HENRY GRUNEBAUM, M.D. 
Cambridge, Mass. 


Reprints of Book Forum reviews are not available. 
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Letters to the Editor 





Comments on the Klerman-Stone Debate on Osheroff v. 
Chestnut Lodge 


Sir: Apparently, Gerald L. Klerman, M.D.’s thoughtful 
presentation “The Psychiatric Patient’s Right to Effective 
Treatment: Implications of Osheroff v. Chestnut Lodge” (1) is, 
in the 1990s, still a subject for debate by a prominent psy- 
choanalyst. This is not surprising in view of the schools-of- 
thought syndrome that still bedevils our field of psychiatry. 


After a critical reading of Dr. Klerman’s argument, I won- . 


dered who would have the temerity to write in opposition. 
The rebuttal by Alan A. Stone, M.D. (2) may well be the best 
case a clever man can make, if he is willing to redefine the 
argument and present himself as an attorney for the defense. 
I quote: “The principal inquiry to be considered here, there- 
fore, is how Klerman’s paper would be understood by a 
lawyer contemplating a malpractice suit against a psychoan- 
alytically oriented psychiatrist” (p. 419). 

Whereas Dr. Klerman appeals to psychiatrists to use sci- 
entific methodology in their clinical work, Dr. Stone, in his 
remarks, shows his lack of understanding. Use of the word 
“oriented,” although it was popular during my residency and 
fellowship years, suggests a biased psychiatrist to competent 
attorneys. Sounding to me like an attorney with a weak case, 
Dr. Stone argues, “Much of what all physicians do has no 
demonstrated effectiveness—even the prescription of suppos- 
edly efficacious medication” (p. 424). Just how uninformed 
and gullible does he think his readers are? 

Dr. Stone shamefully, in my view, chose to distort some 
aspects of Dr. Klerman’s paper so that he could then easily 
knock these straw men down. I'll leave it to Dr. Klerman to 


clarify. 
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PAUL L. KINGSLEY, M.D. 
Ross, Calif. 


Str: As pointed out by Dr. Stone in the landmark debate 
with Dr. Klerman, hazardous risks of malpractice lie in store 
for all psychiatrists who fail to diagnose and treat depressed 
patients in accordance with psychopharmacological stand- 
ards of care. Dr. Klerman asserts that a psychiatrist has the 
responsibility to make a proper diagnosis in accordance with 
DSM-III-R criteria. I dare say that Dr. Klerman knows that 
DSM-III-R is an atheoretical classification of mental disor- 
ders and makes no claim about causes of mental disorders. 
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Without knowledge of etiolegy and givem the abstract nature 
of functional mental disorders, there cen orly be opinions 
about diagnosis. On the basis of information provided by 
both authors, Chestnut Lodge’s evaluation that Dr. Osher- 
offs diagnosis was narcissist c personality disorder stands on 
as firm ground as does Silve- Hill Founcation’s diagnosis of 
major depression with psychotic features. What Silver Hill 
Foundation saw as psychotic sympzoms could have been seen 
by Chestnut Lodge as histricnic symptoms. There is cverlap 
between narcissistic and Listrionic personality disorder. 
What one psychiatrist perceives as psychotic hallucinations 
is seen by another as hyste-ical hallucinations (conversion 
disorder). 

Plaintiff attorneys zealous-y seek out experts like Dr. Kler- 
man who have the authority to convince a jury that causality 
exists, whereas all that mignt be true 5 the association of 
unrelated phenomena. Thus, the administration of antide- 
pressive and antipsychotic drugs concurrently with the psy- 
chodynamic changes that occurred when Dr. Osheroff 
moved from one hospital t> another (ncluding change of 
treaters and, as pointed ou: by Dr. Stone, che triumph or 
vindication over negative transference tc the degree of being 
able to file a potentially successful lawsuit) confound any 
claim that it was the drametic effects cf medication which 
cured the patient in 3 short weeks! 

With regard to Dr. Klerman’s claim -hat psychopharma- 
cological treatment is subject to proof of efficacy through 
drug-controlled studies, whereas psychcanalysis is nct, I re- 
fer him to an editorial in the New Englend Journal of Med- 
icine concerning economic ircentives in <linical investigation 
(1). It is common knowledge that drug-manufacturing com- 
panies spend millions of dollars researching psychopharma- 
cological agents, and there :s considerable pressure, uncon- 
scious if not conscious, on researchers to produce findings 
favoring efficacy of a drug. This explairs, to a large extent, 
why in the true testing groand of clinical practice we find 
that the drugs are not always what the research studies imply 
they are supposed to be. 

I need hardly remind Dr Klerman -hat osychopharma- 
cological treatment, like psrchotherapy, remains empirical. 
The use of an antidepressant that elevates amines in the CNS 
together with an antipsycho-ic that reduces dopamine in the 
CNS is not accepted by all psychiatrists as being acceptable 
pharmacological management. This practice might represent 
polypharmacy, where one d-ug neutralizes the effects of the 
other. 

Despite the advances in neuroscience over the past decade, 
psychiatry remains an infant science, at the same time rep- 
resenting the most global level at which the art of medicine is 
practiced. A discipline that currently reles more on art than 
science should not invoke empirical standards of care but 
rely on ordinary standards in accordance with the truth of 
the state of knowledge of our profession. 
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THEODORE PEARLMAN, M.D. 
Houston, Tex. 


Str: Dr. Alan Stone’s paper goes to the heart of the issue 
facing psychiatry today. Are psychoanalysis and medical psy- 
chiatry compatible? Dr. Stone refers to himself as a classical 
psychiatrist. ĮI was trained before psychoanalysis triumphed 
and never could accept psychoanalysis. I consider myself a 
classical psychiatrist; the current changes indicate a return to 
the prepsychoanalysis traditions. Psychoanalysis had an an- 
swer for everything, and the analyst saw himself as all-wise. 
It was very seductive in its promises. 

I believe that psychiatry and psychoanalysis must come to 
a parting of the ways. Psychiatry can no longer accept dif- 
ferent theories as simple differences of opinion. Any theory, 
to be taken seriously and supported, must obey the laws of 
science. Freud felt that psychoanalysis was not a medical 
discipline. For once I agree with him. 

As a profession we still imply support for nonefficacious 
therapies that are justified by theory only. This is especially 
pervasive in child psychiatry. The longer we defend psycho- 
analysis, the less believatle we will become. 


HANS R. HUESSY, M.D. 
Burlington, Vt. 


Str: Reading the debate on Osheroff v. Chestnut Lodge 
was like inhaling a breath of fresh air after reading so many 
articles in the Journal that deal with statistical correlations 
between some chemical substance and some constellation of 
symptoms. Such articles are obviously important; they just 
happen to be boring. Hence, it was refreshing to read a de- 
bate that had considerab‘e spunk on both sides. 

I think the polarizaticn of psychiatry into biological and 
psychotherapy factions need not be so pronounced. It is cer- 
tainly common to see petients who respond to pharmaco- 
therapy when they have not responded to psychotherapy. It 
is also common to see a patient who has been interviewed 
with a simplistic symptom checklist and then given one an- 
tidepressant after another, when whether or not the patient is 
feeling mirrored or abandoned is of much greater importance 
to his clinical status than is his antidepressant medication. 
The difficulty is that mirroring and abandonment issues can- 
not be measured as easily as sleep and appetite disturbances. 
This does not mean that such issues are not real; they just 
cannot be measured by objective means. 

As with most such disagreements, both biological psychi- 
atrists (even though they like to pride themselves on being 
objective scientists) and psychoanalysts see what they want 
to see. Why not use both pharmacotherapy and psychother- 
apy approaches in helping patients? Why does it have to be 
one or the other? 


RONALD TASKA, M.D. 
Durbam, N.C. 


Sir: Although the history of Chestnut Lodge is intertwined 
with psychodynamic psychiatry in the United States through 
the writings of Sullivan, Fromm-Reichmann, Searles, Stan- 
ton, and others, readers of the recent debate may be left with 
the impression that Chestnut Lodge is suspended in an ideo- 
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logical time capsule. Accordingly, a brief but current view of 
the hospital’s clinical and research activities may be in order. 

Chestnut Lodge provides specialized care for patients with 
psychotic conditions and severe personality disorders who 
have not improved or have deteriorated despite multiple in- 
patient and outpatient treatment efforts. In addition to phar- 
macotherapy and the more traditional modalities such as 
group or individual psychotherapy, the treatment program 
for psychotic disorders may include participation in a token 
economy, social skills training, and a variety of prevoca- 
tional and other rehabilitative activities. In 1987 the hospital 
was the first in the Washington area to use clozapine on an 
experimental basis. Over one-half of our severely and chron- 
ically ill patients reside in the community, participating in a 
comprehensive support program that includes supervised 
housing, a day hospital, 24-hour crisis intervention, and, of- 
ten, competitive employment through a work adjustment 
program that takes advantage of the healthy local economy. 

Consistent with advancing knowledge over the past dec- 
ade, greater emphasis is placed on the role of comorbid axis 
1 disorders, cognitive dysfunction, and genetic predisposi- 
tion in the evaluation and treatment of severe personality 


, disorders. When patients’ previous noncompliance with at- 


tempted pharmacological interventions has precluded an as- 
sessment of their usefulness, medication trials in a controlled 
setting can offer a major advantage (1). Resulting improve- 
ments in cognitive efficiency or affective stability may facili- 
tate intensive psychotherapy, which aims at identifying and 
correcting repetitive dysfunctional interpersonal and behav- 
ioral patterns that are the defining features of personality 
disorders. 

Our aim is to treat but also to study. For example, how 
can we understand those who inexplicably resist, refuse, or 
fail to respond to pharmacological therapy? While these 
problems have been studied from a psychodynamic stand- 
point, institutional and collaborative research efforts have 
also included studies of illness heterogeneity (W.S. Fenton 
and T.H. McGlashan, manuscript submitted for publication, 
1990) and the possible role of viral infections in the etiology 
of schizophrenia (2). An ongoing collaborative investiga- 
tion with the National Institute of Mental Health explores 
comorbidity and the neurobiology of severe personality 
disorders. 

Dr. Klerman and associates’ description of inconsistent use 
of medication in his own hospital in 1979 (3) demonstrates 
the rapid evolution of standards of care as we learn more 
about the neurobiological underpinnings and psychosocial 
determinants of severe mental disorders. In the 1990s, his 
quixotic quest to slay the “psychodynamic purist” is dated. If 
Dr, Stone is correct, however, this crusade could become an 
inquisition, an effort to press an idiosyncratic agenda with 
stifling implications for scientific practice and clinical inno- 
vation. Dr. Klerman’s moral quilt is sewn with an Orwellian 
stitch, replete with dramatic rhetoric and inarguable slogans. 
We are disturbed by his exploitation of Osheroff and casting 
of Chestnut Lodge as a symbol of an antiquated and dilap- 
idated psychodynamic psychiatry. This bears little relation to 
current reality. 


REFERENCES 


1. Fenton WS, McGlashan TH: Long-term residential care: treat- 
ment of choice for refractory character disorder? Psychiatr An- 
nals 1990; 20:44-49 

2. DeLisi LE, Smith SB, Hamovit JR, et al: Herpes simplex virus, 
cytomegalovirus and Epstein-Barr virus antibody titres in sera 


Am J] Psychiatry 148:1, January 1991 


from schizophrenic patients. Psychol Med 1986; 16:757-763 
3. Keller MB, Lavori PW, Klerman GL, et al: Low levels and lack 

of predictors of somatotherapy and psychotherapy received by 

depressed patients. Arch Gen Psychiatry 1986; 43:458-466 


WAYNE S. FENTON, M.D. 
THOMAS H. MCGLASHAN, M.D. 
Rockville, Md. 


Sir: Dr. Klerman has arrived at sweeping conclusions and 
recommendations on the basis of his subjective analysis of a 
single case. Surely this form of generalization violates the 
boundaries of scientific validity that he purports to uphold. I 
offer a brief case vignette to develop this point further. 


Ms. A, a 58-year-old woman, was referred for ongoing 
treatment of chronic depression. For the previous 8 years 
she had been under the care of the psychopharmacology 
service of a community hospital. During this time she had 
had trials of therapeutic doses of several different antide- 
pressants and medication combinations, with mild to 
moderate clinical response. The incompleteness of her re- 
sponse was attested to by the number of different thera- 
peutic trials. At one point she had experienced obvious 
clinical deterioration based on an idealized, eroticized 
transference reaction to a male resident who had been 
briefly involved in her care. This had been dealt with 
by neuropsychiatric investigation, which yielded normal 
results. 

On assessment Ms. A described a number of sources of 
unresolved resentment in her life, including marital dissat- 
isfaction, childhood deprivation, and difficulty forming in- 
timate relationships. A course of psychodynamic psycho- 
therapy was undertaken. After several months Ms. A 
improved remarkably, to the point where medication was 
no longer required, and she began to experience fulfillment 
in a variety of areas. 


It would be absurd to use the case of Ms. A to condemn 
the entire field of psychopharmacology. Like Dr. Osheroff, 
Ms. A suffered from the lack of a comprehensive biopsycho- 
social approach (1) by those charged with her care. In both 
cases there occurred an excessive adherence to a single form 
of treatment without adequate consideration of alternative 
or adjunctive therapies. The implementation of Dr. Kler- 
man’s recommendations can only serve to exacerbate such 
narrow-mindedness and to deprive our patients of the indi- 
vidualized case formulation and treatment that they require. 
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JACK KLEIN, M.D., D.PSYCH. 
Ottawa, Ont., Canada 


Sir: We recently published a book (1) reviewing the em- 
pirical evidence on biological treatments for psychological 
distress and comparing the results to those obtained with 
psychotherapy and placebo. We were, therefore, quite inter- 
ested in Dr. Klerman’s article advocating a legal imperative 
for drug treatment of depression under the guise of “a right 
to effective treatment.” The argument is based on the idea 
that for depression, drug treatments have been empirically 
validated as clearly effective and superior to the various 
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forms of psychotherapy. Whe the goal of ba-ing treatments 
on scientific findings is laudeble, Dr. Klerman’s conclusions 
go well beyond the current state of knowledge, minimize the 
leap from research to practice, anc suggest a clarity of find- 
ings that, frankly, do not ex st. 

In our review of the eviderce on antidepressants, we were 
repeatedly startled to see inconsistent interpretations of the 
same research findings by ditferent writers. Ir truth, conclu- 
sions drawn about psychopharmacological outcome are 
more shaky than is typically acknowledged. 

The research literature on the effectiveness of antidepres- 
sants is beset with methodo ogical problems For example, 
there is reason to believe that a sine qua non for unbiased 
drug research, the double-blind design, is a semifiction. Phy- 
sicians giving the medications (and doing th2 outcome rat- 
ings) in these studies usually know who is gecting the active 
drug and who is getting the inactive placebo (2). Their out- 
come ratings are therefore sudject to bias. In studies using an 
active placebo control condi-ion (which produces body sen- 
sations), differences between antidepressant and placebo in 
effectiveness shrivel (2). Simiarly, the effectiveness of stand- 
ard antidepressant drugs faces when they ars embedded in 
studies comparing them to koth newer antidepressant med- 
ications and placebo (2). Presumably, in thé situation the 
researchers are not focused cn trying to prove the efficacy of 
the older drugs, and the idenrification of the s-andard drug is 
more obscured by a design that includes a second active drug 
as well as a placebo. 

As for comparisons witk psychotherapy. Dr. Klerman 
again appears to overstate tre case for antidepressants. Our 
review (2) showed that wher a specified type of psychother- 
apy for depression (such as cognitive psyckotherapy) was 
compared to drug treatment, it either surpassed the results 
with medication (five trials) or equaled the re: ults with med- 
ication (three trials). None of the trials showed the drug to be 
superior. Adding drugs to psychotherapy als> made no dif- 
ference in treatment outcom: in nine of 11 t-ials. 

In sum, we feel that it would be more consonant with the 
evidence to keep treatment claims modest and to acknowl- 
edge the uncertainties that exist. At best, antidepressants 
may offer a unique solution for 20%~—30% cf treated cases. 
In view of the disparate interpretations of the drug outcome 
literature, as recently acknowledged by a peel of interna- 
tionally eminent psychiatrists (3), it appears imappropriate to 
advocate a narrow, court-imposed standarc for the treat- 
ment of depression. No one epproach has as yet cornered the 
market on efficacy, and we need a continued flow of both 
data and debate. 
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Sir: We are at present in a stage of natural transition from 
a more primitive to a more scientific method of treatment. 
Drs. Klerman and Stone represent different phases in the 
transition from psychodynamic to biological psychiatry. Dr. 
Klerman seems to have crossed over the dividing line, but Dr. 
Stone seems to be ambivalently treading on both sides of it. 
Dr. Klerman has successfully suppressed his dynamic orien- 
tation, whereas Dr. Stone’s rationalization and intellectual- 
ization seem to protect him from the conflict of having to 
acknowledge changing times. 

Before antibiotics, fevers were treated with different indig- 
enous methods ranging from witch doctors to home reme- 
dies. The fever in most cases subsided not because of the 
treatment but because it had run its natural course. For a 
small proportion of patients, there was no cure until the 
advent of antibiotics. Similarly, in the field of mental illness, 
we are in a stage where we have found the medications for 
some mental illnesses without being able to pinpoint their 
real mode of action or specificity, not unlike the “shotgun 
treatment” era of antibiotic therapy. 

Dr. Klerman deals with mental illness at a manifest level 
and resorts to biological treatment. Dr. Stone handles mental 
illness at an interpretive level. Even if it is agreed that all of 
our current behaviors are based on past experiences, in most 
instances these are uncorrelatable because of the magnitude 
of the past experiences. In interpretive therapy, efficacy de- 
pends on the patient. The passive and psychologically naive 
patient believes in any interpretation. In most instances there 
is no real cure. The patient is “cured” because the therapist 
says so. We also have the intellectual patient who actively 
absorbs the interpretation and later uses it in interpersonal 
communication. 

Medicine in general in the past has been subjective, and 
this continues even today to an extent that is much greater in 
psychodynamic psychiatry than in other fields of medicine. 
Therefore, it is no wonder that traditionalists criticize the 
more objective DSM-III-R. Objectivity is the cornerstone for 
the advancement of any science, and DSM-III-R diagnoses 
help to maintain this objectivity. As physicians we have to be 
scientific; medicine is a science, and the most scientific at this 
time is the biological approach. The analytical approach may 
predict the patient’s attitude and response to treatment and 
this would be useful, buc most often it is an intellectual ex- 
ercise that is ego-supportive not so much for the patient as 
for the therapist. 


V. BHUJANG, M.D. 
Detroit, Mich. 


Sir: As the identified patient, I object to the diagnosis of 
narcissistic personality disorder put forth by Dr. Stone. Dr. 
Stone supports his inferences with a constricted, biased, and 
inaccurate database upon which he constructs his public as- 
sessment of my capacity for object relations. 

Dr. Stone ascribes “conflicts” with associates to my al- 
leged character pathology, whereas a nationally circulated 
magazine article (1) clearly delineates the contrary facts. Dr. 
Stone sees only grandiosity in my memoir, while others have 
found it a significant statement of the patient’s viewpoint. 

Dr. Stone opines that my prehospital drug treatment failed 
because of characterologically induced noncompliance. If 
that was the case, why didn’t the hospital use the controlled 
environment to ensure compliance with the medication reg- 
imen? Similarly, he opires that my psychodynamic history 
conforms to Dr. Kernberg’s description of the pattern of 
narcissistic personality. If so, then why wasn’t I treated ac- 
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cording to Dr. Kernberg’s recommendations—i.e., when ma- 
jor depression occurs in a characterologically disordered pa- 
tient, “the treatment of the psychosis must take precedence 
over the treatment of the personality disorder” (2). Dr. Kern- 
berg further recommends treatment of the depression with 
drugs or ECT. Upon recovery from the depression, the pa- 
tient resumes outpatient psychotherapy to treat the character 
pathology. ; 

Dr. Stone asserts that my initial treatment plan was for- 
mulated specifically to deal with alleged pathological narcis- 
sism. In fact, the transcript of the treatment planning con- 
ference (held after 3 months of evaluation) makes no mention 
of personality disorder at all, nor do the billing forms sub- 
mitted to my insurance company over a period of 7 months. 
There is, however, repetitive use of descriptors such as invo- 
lutional melancholia, agitated melancholia, and agitated de- 
pression. Would Dr. Stone’s traditional psychiatrist prescribe 
a Procrustean program now acknowledged by its proponents 
to be neither effective nor (as attested by a rather high inci- 
dence of suicide) safe (3—5)? 

Dr. Stone fails to mention that over the last 10 years I have 
rebuilt my professional credibility and relationships with all 
my children and that I have married and functioned well in 
society and have prevailed in two highly prolonged and 
stressful litigations. Furthermore, I have never felt entitled to 
anything except safe and effective medical treatment. 

On the basis of these considerations, I find Dr. Stone’s 
statements to be more an attempt to undermine my credibil- 
ity than a properly validated diagnosis. Psychiatric malprac- 
tice should not be obscured by a fictitious camouflage that 
conveniently manufactures differing ‘schools of thought” 
and attacks the plaintiff’s character. 
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RAPHAEL J. OSHEROFF, M.D. 
Scarsdale, N.Y. 


Sir: Dr. Stone’s paper discussing Osheroff v. Chestnut 
Lodge was disturbing. The merits of psychodynamic treat- 
ment are not well illustrated by this case. Dr. Stone fears that 
Dr. Klerman’s arguments “might... raise the specter of 
malpractice... for the majority of psychiatrists in the 
United States who ... provide [traditional] treatments” (p. 
426). However, it is unclear that Dr. Klerman’s position 
would support such an extreme outcome or that traditional 
practitioners would be hurt by documentation of the efficacy 
of psychodynamic treatment, as Dr. Klerman advocates. 

Dr. Stone indicates that he does not see Dr. Osheroff’s case 
as one about which biological and traditional psychiatrists 
would disagree and insists that he would have treated this 
patient biologically. He further contends that the law’s in- 
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terference with biological treatment in such a situation 
would be tantamount to forcing the physician to commit 
malpractice. Therefore, his suggestion that “Dr. Osheroff 
was able to litigate because he was able to obtain expert 
witnesses like Klerman ... willing to testify that there is a 
consensus about efficacious treatment” (p. 424) is puzzling. 
Does Dir. Stone think Dr. Klerman should not have agreed to 
testify? Or that no patient has the right to a successful mal- 
practice case if the treating physician was practicing tradi- 
tional psychiatry? 

The issue in Osheroff is not whether it is malpractice to 
treat a patient with traditional psychotherapy, or even to do 
so exclusively, in the face of obvious clinical deterioration, as 
Dr. Stone states. It is that somatic treatments of proven ef- 
ficacy were not used. A malpractice suit arguing that this 
patient should have been transferred to another hospital to 
facilitate a narcissistic triumph would have been unlikely, 
although Dr. Stone feels that this represents a likely mecha- 
nism for the patient’s improvement. 

Dr. Klerman would consider important the question of 
whether a psychoanalytic and/or a neurophysiologic mecha- 
nism best explains this patient’s recovery. He would not sug- 
gest that traditional psychotherapy had no role in the treat- 
ment cf this patient. Dr. Klerman is not an opponent of 
psychoanalysis. He is not interested in “controlling his col- 
leagues,” nor is he a proponent of “rigid orthodoxy,” as Dr. 
Stone suggests (p. 425). The contention that psychopharma- 
cologists “can take Klerman’s paper as authority for the 
proposition that they need never discuss or refer a patient for 
traditional therapy, since such treatments have no demon- 
strated efficacy compared to their own” (p. 426) represents a 
logical fallacy and an unnecessarily provocative conclusion. 
Such an outcome would be far from Dr. Klerman’s intent. 

The substance and tone of Dr. Stone’s paper contain a 
personal indictment of Dr. Klerman. This approach fails as a 
contribution to the crucially important dialogue between 
psychoanalysis and biological psychiatry, which needs to be 
facilitated by mutual respect rather than diverted by false 
accusation. It is also unfair to a highly distinguished col- 
league whose propositions should be used to encourage in- 
tellectual rigor in all we do, including traditional psychother- 
apy. Those of us who believe in the validity of psychoanalytic 
principles and the usefulness of psychodynamic psychother- 
apy need to collaborate with colleagues like Dr. Klerman. 
The question is not who wins the debate but, rather, how we 
can achieve productive integration of two separate and well- 
established trends in the profession. 


M. KATHERINE SHEAR, M.D. 
New York, N.Y. 


Sır: Dr. Stone’s reply to Dr. Klerman’s discussion of 
Osheroff v. Chestnut Lodge implies that he speaks for a 
unified position represented by psychoanalytic psychothera- 
pists. This is hardly the case. There is great debate in psy- 
choanalysis concerning the psychodynamics and psychother- 
apy of major depression, the subject of which I have 
addressed from the viewpoint of self psychology (1, 2). 

Dr, Stone uses the details of Dr. Osheroff’s clinical history 
to show that difficulties in professional and personal spheres 
had surfaced before his hospitalization. Dr. Stone calls these 
difficulties “conflicts”; his wording advances the theory that 
unresolved, unconscious intrapsychic conflict underlay the 
difficulties—an essential feature of classical psychoanalytic 
theory. Clinical data to support classical psychoanalytic the- 
ory have been generated and reported throughout the twen- 


Am J Psychiatry 148:1, January 1991 


LETTERS TO THE EDITOR 


tieth century, but only by therapists using the classical psy- 
choanalytic situation in a marrow range of circumstances. 
Otherwise, the theory is unproven. 

Dr. Stone’s justification of the behavior of Chestnut Lodge 
is based on the thesis that treatment was attempting to ad- 
dress the patient’s unconscicus conflicts through the use of 
intensive individual psychod-namic psychotherapy and that 
a respectable minority of physicians would find such a treat- 
ment approach reasonable. Well before 1979, respected psy- 
choanalysts (3) warned against the dangers inherent in as- 
cribing to only one viewpoirt. 

By using solely the vantag= point of unconscious conflict, 
one cannot consider how individual psychotherapy, in itself, 
may contribute to a depressed patient’s disintegration. From 
this vantage point, one cannot consider that biologically in- 
heritable, developmental, o7 acquired deficits in psychic 
structure and/or function underlie difficulties and depressive 
symptoms, a position that is just as reasonable (and for 
which there is considerable 2vidence in the psychiatric and 
psychoanalytic literature) as zhe unconscious conflict theory. 
And finally, from this narrow vantage point, one cannct con- 
sider the possibility that Dr. Osheroff’s improvement at Sil- 
ver Hill resulted from a psychotherapeutic stance that more 
appropriately addressed his needs, a stance acknowledging 
the legitimacy of pharmacotierapy in addressing a compo- 
nent of depression. 

The reader of Dr. Stone’s paper is left with the conclusion 
that all psychodynamically oriented therapists operate ac- 
cording to the unconscious intrapsychic conflict model of 
psychopathology and that Dr. Klerman is indicting all psy- 
chodynamic practitioners wko would investigate the uncon- 
scious dimensions of the self This is just not so. 

Cognitive psychotherapy (4), interpersonal psychotherapy 
(5), and behavioral psychotkerapy encourage awareness of 
unconscious aspects of “automatic” thoughts, feelings, be- 
haviors, and attachments. Such awareness promotes devel- 
opment of skills conducive <o the attainment and mainte- 
nance of more rewarding artachments and more adaptive 
behaviors. Any of these psyzhotherapies might have more 
appropriately addressed Dr. Osheroff’s difficulties. 

What disturbs this psychoanalytic psychiatrist is Dr. 
Stone’s justification of the perseverance of the “respectable 
minority” treatment approach in the face of obvious deteri- 
oration in Dr. Osheroff’s cl.nical status during treatment. 
Assuming that a negative response resulted from the treat- 
ment at Chestnut Lodge, wh did it take 7 months to diag- 
nose? Why weren’t other psychotherapeutic approaches 
tried? Finally, why did others have to intervene on the pa- 
tient’s behalf to effect a transfer to a different environment? 
Dr. Stone’s constituency mus: respond nondogmatically and 
directly to these questions. Until they do, traditional psycho- 
analysts will continue to lose the respect of their colleagues 
and patients. Now more than ever, the continuing progress 
in the battle to destigmatize naental illness requires forthright 
responses. 
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JEFFREY DEITZ, M.D. 
Trumbull, Conn. 


Dz. Klerman Replies 


Sır: I appreciate Dr. Kingsley’s letter in support of my 
position. The majority of the letters were highly critical of me 
personally and often ad hominem. Dr. Kingsley understands 
my point of view and appears to accept it as his own. 

Dr. Pearlman’s comments about the state of psychophar- 
macology research and <ifferences within the profession are 
interesting but hardly relevant to Osheroff v. Chestnut 
Lodge. There was little disagreement between staffs at Chest- 
nut Lodge and at Silver Hill about the diagnosis of major 
depression with psychotic features. Dr. Pearlman invokes the 
possible diagnosis of histrionic personality, but there is no 
mention of that diagnosis in either the Silver Hill Foundation 
or the Chestnut Lodge records. Whatever the limitations of 
the psychopharmacological research literature, they are mi- 
nor compared to the absence of a literature on the efficacy of 
psychodynamic psychotherapy, such as that which Dr. 
Osheroff received, for psychotic depression. 

Dr. Huessy condemns psychoanalysis and believes that 
psychoanalysis and psychiatry should part. I believe that this 
parting would be a loss to both parties. Psychoanalysis has 
enriched American psychiatry in the past and has the capa- 
bility to do so in the future. At the same time, I agree with 
Dr. Huessy that it is desirable that psychoanalysis obey the 
laws of science and also provide support for the efficacy of 
treatment. Hopefully, the winds of change in psychodynamic 
psychiatry will bring those changes about and allow psy- 
chodynamic psychiatry and psychoanalysis to become scien- 
tific and continue to enrich American psychiatry. 

Dr. Taska raises a number of issues concerning the current 
state of biological and psychotherapy practice and research 
and identifies a numbe- of unresolved methodologic and 
measurement issues. I agree that they merit further effort. He 
calls for increased use of combined pharmacotherapy and 
psychotherapy. Prescriptions for psychopharmacological 
agents are on the increase, as is patient utilization of psycho- 
therapeutic services. Whether or not the combination of 
pharmacotherapy and csychotherapy is useful depends, in 
my opinion, on the individual case and the state of the sci- 
entific evidence for the treatment of the disorder from which 
the patient suffers. Just as I would not arbitrarily advocate 
pharmacotherapy or psychotherapy for every depression, I 
would not automatically advocate combination therapy as a 
way of promoting the rapprochement between psychody- 
namic psychiatry and biological psychiatry. The value of 
combined treatment needs to be determined for each indi- 
vidual disorder and by appropriately controlled trials. 

I am pleased to learn chat Chestnut Lodge has changed in 
the directions described by Drs. Fenton and McGlashan. 

om information from other sources, I have reason to agree 
that Chestnut Lodge today is not the same institution it was 
ir. 1979 when Dr. Osheroff was a patient. However, I was 
not pleased by the closing comments, which attack my sin- 
cerity and reasonableness. I am not involved in a “crusade” 
or “quixotic quest to slay the ‘psychodynamic purist.’ ” 
While I do not consider myself a psychoanalyst, I have had 
psychoanalytic training at Boston and Western New England 
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institutes and am an affiliate member of the Boston Psycho- 
analytic Society. My agenda is the enhancement of the sci- 
entific foundations of psychiatry, including psychodynamic 
psychiatry. Psychodynamic psychiatry in the 1960s and 
1970s became doctrinaire and rigid. Drs. Fenton and Mc- 
Glashan feel that my assessment of the scientific state of 
psychodynamic psychiatry is “dated”; that term acknowl- 
edges past difficulties of the type I wrote about. That Chest- 
nut Lodge has changed is commendable, but episodes like 
Dr. Osheroff’s case helped to stimulate that change. It would 
be far better if Drs. Fenton and McGlashan acknowledged 
that change has occurred without referring to my presenta- 
tion as “replete with dramatic rhetoric and inarguable slo- 
gans.” I don’t know what those terms mean. What parts do 
they label as dramatic rhetoric? What terms are slogans? 
Attacks on my credibility only serve to obscure the issues and 
perpetuate discord. 

I disagree with Dr. Klein’s interpretation of my intentions. 
I did not intentionally undertake, nor do I believe I under- 
took, a condemnation of the entire field of psychoanalysis 
and psychodynamic psychiatry. I object to the characteriza- 
tion of my position by Dr. Stone as ‘‘an indictment of psy- 
choanalytic psychiatry.” I am critical of a number of aspects 
of contemporary psychodynamic psychiatry, particularly the 
failure to bring forth evidence for the efficacy of treatments. 
I am not proposing an exclusive adherence to a single form of 
treatment, i.e., medication. I have conducted research on 
psychotherapy, and to accuse me of narrow-mindedness is to 
ignore the bulk of my psychiatric career and the extensive 
research and writings on the treatment of depression by in- 
terpersonal psychotherapy (1). 

It is obvious that Drs. Greenberg and Fisher draw more 
conclusions from the literature on clinical psychopharma- 
cological trials than I do. Many individual psychopharma- 
cological studies may well be deficient in specific methodo- 
logic and design matters. However, the whole body of 
studies on a given drug needs to be considered before coming 
to any conclusion. I conclude, as do the majority of clinicians 
and researchers, that tricyclics have statistically significant 
and clinically meaningful effects on depressive symptoms in 
the short run (6—20 weeks), and when maintained over long- 
term treatment (1-3 years), they prevent recurrence or ze- 
lapse. Drs. Greenberg and Fisher seem unaware of the recent 
findings from the National Institute of Mental Health psy- 
chotherapy study reported by Elkin et al. (2) and the Pitts- 
burgh studies reported by Frank et al. (3). What about a 
possible critique of psychotherapy research? Have Drs. 
Greenberg and Fisher applied their same methodologic scru- 
tiny to psychotherapy studies? For example, they would find 
that the corpus of studies on cognitive behavioral therapy 
includes only two studies with placebo or other control. The 
reference to the Marks et al. letter is irrelevant, since it dealt 
with a study of benzodiazepines in patients with anxiety dis- 
order. | am a strong advocate of psychotherapy for acute 
depressions (1). However, the form of psychotherapy pro- 
vided for Dr. Osheroff at Chestnut Lodge (long-term indi- 
vidual psychodynamic psychotherapy) was not working after 
6 months. There are no clinical studies of the efficacy of 
psychotherapy in hospitalized, psychotically depressed indi- 
viduals. All the studies showing efficacy of psychotherapy 
have been done on ambulatory nonpsychotic patients whose 
illnesses were less severe than that of Dr. Osheroff. 

Dr. Bhujang has an interesting view of change in contem- 
porary psychiatry. He postulates a transition from a “prim- 
itive,” “interpretive” psychiatry based on psychodynamic 
principles to biological psychiatry, which he regards as ob- 
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jective and scientific. He attributes a similar position to me: 
“Dr. Klerman has successfully suppressed his dynamic ori- 
entation.” I would not accept that characterization of my 
position. My position is that it is true that there is tension 
between biological and psychodynamic psychiatry. At the 
current moment, biological psychiatry is more identified with 
scientific method and objective approaches to psychopathol- 
ogy such as DSM-III. However, in my opinion, there is no 
intrinsic reason why psychodynamic psychiatry cannot be 
scientific and make greater use of systematic observation, 
experimentation, and quantitative techniques. The fact that 
it has not become scientific is not, in my opinion, intrinsic to 
psychoanalysis but more reflective of the social organization 
of dynamic psychiatry and the values and orientations of the 
psychoanalytic institutes. 
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GERALD L. KLERMAN, M.D. 
New York, N.Y. 


Dr. Stone Replies 


Sir: Let me first thank all of those who have commented 
on this important discussion in these pages and in the many 
thoughtful personal communications. The subject obviously 
touches on our professional identity as both scientists and 
humanists. Unfortunately, the exchange between Dr. Kler- 
man and myself has produced heat as well as light and, ap- 
parently, some misunderstanding. 

Dr. Kingsley is one of several writers who apparently 
missed the basic point of the disagreement between Dr. 
Klerman and myself. If Dr. Klerman had confined himself to 
“appeals to psychiatrists to use scientific methodology in 
their clinical work” instead of discussing legal issues and 
suggesting standards of care that could be used for malprac- 
tice litigation, there would have been no need for a response 
from me. Unfortunately, he chose to make the Osheroff lit- 
igation the basis of his paper and to conflate his understand- 
ing of the case as an adversarial witness with science and 
policy. 

Although I did not myself address the line of arguments 
made in Dr. Pearlman’s letter, they are related to what I 
believe is a central issue in the debate, namely, how certain 
can we be about the scientific validity of existing efficacy 
research? Although Dr. Kingsley thinks that only gullible and 
uninformed readers would accept my questioning of that 
certainty, there are many quite sophisticated scientists who 
agree. I encourage him to read the articles cited in references 
19 and 20 of my paper. The sentence beginning, ““Much of 
what all physicians do,” which Dr. Kingsley finds so outra- 
geous, echoes the sentiments expressed by Relman in his 
New England Journal of Medicine editorial (reference 19). 
The methodological complexities of efficacy studies in psy- 
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chiatry are demonstrated by the recent controversy among 
the experts about how to interpret the results of the NIMH 
collaborative study of the treatment of depression (1). There 
is, in addition, quite contracictory authority contesting Dr. 
Klerman’s claims and guidelines for proper treatment (2). 

Dr. Huessy has apparently confused the terms “classical” 
and “traditional.” In writing-my response, it felt awkward to 
string together repeatedly the words “‘psychoanalytic,”* “psy- 
choanalytically oriented,” aad “psychodynamically orient- 
ed” psychiatry. The term “traditional” was offered as an 
appropriate catchall. It is reg-ettable that Dr. Huessy has had 
such an unpleasant experience with pretentious psychoana- 
lysts, but I am sure he will agree that pretentiousness is not 
confined to that group. 

Both Dr. Klerman and I agree with Dr. Taska. Our differ- 
ence of opinion concerned tie question of when and under 
what circumstances traditional psychotherapy alone be- 
comes malpractice. 

I deeply regret that in my effort to documert the diagnosis 
of narcissistic personality disorder in his case, Dr. Osheroff 
feels I have undermined his <redibility or attacked his char- 
acter; that was not my intenzion. I am deligh-ed that he has 
been able to rebuild his life. Beyond those matters, his letter 
emphasizes that Kernberg, whose work I quoted, recom- 
mends that when major depression occurs in a character- 
disordered patient, appropriate drugs or ECT should be 
used. I do not disagree with Dr. Kernberg’s views. A fair 
reading of my response to Dr. Klerman should make that 
clear. Indeed, as I emphasized, even if the initial treatment 
plan in 1979 was appropriate, it eventually became clear that 
Dr. Osheroff had deteriorated and become psychotically de- 
pressed. At such a point it is the current consensus of Amer- 
ican psychiatry that drugs or ECT should be used. Although 
there may be a respectable minority that disagrees, I am not 
a member of that minority group. 

Dr. Shear, in her reading of my response to Dr. Klerman, 
recognizes that point, but ske considers my response “‘dis- 
turbing.” She finds much to criticize about my logic and 
about the tone of my paper. I disagree with all of her judg- 
ments, but I shall deal here with only one of them. She sug- 
gests that a malpractice suiz arguing transfer “to another 
hospital to facilitate a narcissistic triumph” would have been 
unlikely to succeed. That is certainly true, but I would cer- 
tainly never have proposed a lawsuit on that basis. What I 
did suggest was that a failure to cbtain consultation in the 
face of serious psychotic deterioration and to initiate more 
appropriate treatment would be a departure from the stand- 
ard of care. My comment avout the effects of the transfer 
were obviously presented to suggest that Dr. Osheroff’s dra- 
matic and remarkable cure was in some significant measure 
to be understood in psychodynamic terms and could not be 
reduced to the magical efficacy of drugs. Dr. Shear does put 
an interesting question: Do I believe Dr. Klerman should 
“not have agreed to testify?” Elsewhere, I have discussed the 
ethical, moral, and scientific problems of psychiatric expert 
testimony. The unfortunate tendency in such expert testi- 
mony that I deplore is for tke psychiatrist to express his or 
her views with unwarranted certitude and scientific author- 
ity. However, Dr. Klerman Fad every right te testify, as did 
all of the other experts. I would hope that in exercising this 
right, experts would not attempt to use the courts to impose 
a narrow or partisan perspec~ive on their colleagues. It is this 
concern that motivated my effort tc respond to Dr. Klerman. 

Dr. Shear mentions the im>ortance of mutual respect. Dr. 
Klerman and I have known each other since we were both 
candidates in the Boston Psychoanalytic Institute. I hope my 
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response has not caused Dr. Klerman or anyone else to have 
any doubt about my respect for him. 

Finally, Dr. Dietz’s letter makes a point about his self psy- 
chology approach to psychodynamic therapy. Dr. Dietz’s 
claim is that his kind of psychotherapy is different from the 
intrapsychic conflict kind used by Chestnut Lodge, which he 
infers that I endorse. Let me say that I am not the official or 
unofficial spokesperson for any kind of psychotherapy or for 
psychoanalysis. There are, of course, many approaches to 
psychotherapy and many minor and major variations. Al- 
most none of these approaches has been subjected to the kind 
of efficacy study that Dr, Klerman argues is necessary. Unless 
Dr. Dietz has such data bout his self psychology approach, 
he stands on no stronger ground by Dr. Klerman’s criteria 
than do the other traditicnal psychotherapies based on opin- 
ion, theories, and collective experience. He is in the same 
beat at which the scientific efficacy study torpedoes are 
aimed. Dr. Klerman, however, believes there are sufficient 
data to demonstrate that his own approach of interpersonal 
psychotherapy is efficacicus, Having familiarized myself with 
interpersonal psychotherapy, it seems to me to have many 
features similar to traditional psychodynamic therapy of the 
kind many eclectic psychiatrists practice and have practiced 
for decades. Similarly, many psychoanalytically oriented psy- 
chiatrists have been assimilating cognitive therapy, also sup- 
pasedly efficacious. If psychotherapists can emphasize how 
much they have in common rather than stressing their dif- 
ferences, then perhaps it is possible to conclude that the 
broad spectrum of “traditional” psychiatrists practice a ge- 
neric brand of psychotherapy that has, under different trade 
names, been found efficacious for certain DSM-III-R diag- 
noses. Although I write this in the hope of striking a humor- 
ous note, it is not meant as a facetious conclusion. 
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ALAN A. STONE, M.D. 
Cambridge, Mass. 


Absence Seizures Induced by Lithium: Possible Interaction 
With Fluoxetine 


Sir: Seizures associated with lithium treatment are rare at 
therapeutic plasma levels (0.5—1.5 meq/liter), especially in 
the absence of a previous history of epilepsy. Two cases of 
lithium-induced neurotoxicity have recently been published. 
In one case (1), addition of fluoxetine to the patient’s treat- 
ment induced an elevatian in serum lithium level to the toxic 
range. In the second (2), toxicity appeared when lithium was 
added to fluoxetine therapy, although the patient’s serum 
lithium levels remained well within the therapeutic range. 
Two other cases of increased levels and manic episodes after 
the introduction of fluoxetine have been reported (3). 

We present a case of absence seizures in a patient without 
a previous history of epilepsy that was possibly related to an 
interaction between lithium and fluoxetine. 


Mr. A, a 44-year-old patient with the diagnosis of major 
depressive disorder, had been treated with pirlindole (150 
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mg/day), prazepam (20 mg/day), and triazolam (0.25 mg/ 
day). He had no personal or family history of epilepsy, as 
assessed later by a neurologist. Because of his inadequate 
response to these drugs, treatment with lithium was begun 
and then gradually increased from 600 to 1600 mg/day 
over 13 months. Coinciding with the increase in the daily 
dose of lithium to 1600 mg, all other drugs were with- 
drawn and fluoxetine, at a dose of 40 mg/day, was intro- 
duced. After 42 days, during which Mr. A’s situation was 
stable, he was seen to become immobile and stare into 
space. This lasted for a few seconds, and then he began an 
activity different from the one he had been engaged in 
before the episode. He had no recollection of these events, 
which recurred twice in the following month. After the 
third such episode, the dose of lithium was reduced to 
1200 mg/day, while the dose of fluoxetine remained un- 
changed. An EEG performed 5 days after the last episode 
was reported as showing no abnormality. Lithium levels 
before the first episode were within the therapeutic range, 
fluctuating between 0.6 and 0.9 meq/liter. 


Although blood samples were not drawn during these ep- 
isodes (they occurred in the patient’s home), it is unlikely 
that these would have revealed a toxic lithium level, ‘as all 
determinations during the previous months were well within 
the therapeutic range, and no change in the patient’s lfe 
habits and medication (including over-the-counter drugs) 
could be identified. We feel that the episodes most probably 
were absences; however, no EEG recordings were made dur- 
ing the acute period, so it is possible that they were complex 
partial seizures. 

We attributed the adverse reaction to lithium (or to a lith- 
ium-fluoxetine interaction) because the absences developed 
when the lithium dose was highest, disappeared when lith- 
ium was withdrawn, and did not recur when lithium was 
reintroduced at a lower dose, despite the continuation of 
fluoxetine treatment. 

The pathophysiology of this apparent interaction is un- 
known. Francis and Traill (4) demonstrated that lithium is 
concentrated in CNS tissue, and Elizur et al. (5) suggested 
that CNS lithium concentrations would be better reflected ay 
erythrocyte than by serum levels. Any factor raising the 
erythrocyte/plasma ratio could result in the development of 
CNS toxicity, even with therapeutic plasma levels. In the case 
of Mr. A, fluoxetine could have played such a role. 

To the best of our knowledge, this is the first case of lith- 
ium-induced absence seizures in a patient without a histary 
of epilepsy, as well as one of the first reports of a fluoxetine- 
lithium interaction, Since this combination of drugs may be 
used increasingly in the future, we think that patients rece-v- 
ing this treatment should be carefully monitored. 


REFERENCES 


1. Salama AA, Shafey M: A case of severe lithium toxicity induced 
by combined fluoxetine and lithium carbonate (letter). Am J 
Psychiatry 1989; 146:278 

2. Noveske FG, Hahn KR, Flynn RJ: Possible toxicity of combired 
fluoxetine and lithium (letter). Am J Psychiatry 1989; 146:1515 

3. Hadley A, Cason MP: Mania resulting from lithium-fluoxet-ne 
combination (letter). Am J Psychiatry 1989; 146:1637-1633 

4. Francis RI, Traill MA: Lithium distribution in the brains of two 
manic patients. Lancet 1970; 2:523-524 

5. Elizur A, Shopsin B, Gershon S, et al: Intra:extracellular lithium 


Am J Psychiatry 148:1, January 1991 


ratios and clinical course in affective states. Clin Pharmacol 
Ther 1972; 13:947-952 


J.A. SACRISTAN 
C. IGLESIAS 

F. ARELLANO 
J. LEQUERICA 
Santander, Spain 


A Case of Recurrent Premenstrual Psychosis 


Sır: We read with interest the recent review of psychiatric 
syndromes linked to reproductive function (1) and would 
like to report a case of recurrent premenstrual psychosis 
probably related to an underlying seizure disorder. A brain 
electrical activity mapping (BEAM) study was used to clarify 
the diagnosis. 


Ms. A, a 35-year-old married woman, had suffered anx- 
iety, irritability, and emotional lability during the week 
before her menses for 15 years. Eighteen months before 
her most recent admission to the hospital, she suffered a 
psychotic episode 10 days before her menses that was 
characterized by paranoia, auditory hallucinations, and vi- 
olent outbursts. She was hospitalized and placed on a reg- 
imen of trifluoperazine, and all symptoms cleared when 
her menses occurred. During the following 8 months, she 
developed psychotic symptoms before her menses and they 
cleared when her menses appeared; four times she required 
hospitalization. Her symptoms included paranoid delu- 
sions, auditory hallucinations, and marked ideas of refer- 
ence from television. Evaluation during hospitalization, 
which included urine drug screen, CBC, thyroid function 
tests, CT scan of the head, antinuclear antibody and elec- 
trolyze levels, EEG, and neurologic examination, produced 
unremarkable results. There was no history of psychiatric 
illness or convulsions. Ms. A was given trials of antipsy- 
chotics, antidepressants, birth control pills, and pyridox- 
ine without success. Her family reported stereotypic be- 
havior during the episodes: repeated hand clapping, 
turning the shower on and off, blank staring, and blinking. 
A diagnosis of obsessive-compulsive disorder was enter- 
tained. Eight months before the recent admission, a BEAM 
study revealed a right temporal-occipital abnormality sug- 
gestive of a seizure focus. Ms. A was begun on a regimen 
of carbamazepine, maintained at a level of 8—10 pg/ml, 
and all premenstrual symptoms cleared until the current 
admission. 

The week prior to admission, Ms. A began a new job 
and slept little. She believed that her coworkers and psy- 
chiatrist were plotting against her; she heard voices from 
her car radio. Her husband reported lip smacking, staring 
spells, and undirected violence. On admission her serum 
carbamazepine level was 5.5 pg/ml; her serum prolactin 
level was 79 ng/ml. She was not taking neuroleptics. All 
other laboratory data and results of a physical examina- 
tion were normal. Her symptoms resolved in 2 days with 
the anset of her menses, and her prolactin level fell to 15 
ng/ml. A neurology consultant concurred with the diagno- 
sis oz complex partial seizures. 


The patient’s premenstrual symptoms—initially anxiety 
and finally psychosis—likely reflected paroxysmal limbic ac- 
tivity, although the ictal state was difficult to detect. The 
BEAM study alerted us to the stereotypy, and the elevated 
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prolactin levels suggested the diagnosis of complex partial 
seizures. The primary symptoms were behavioral and dif- 
ficult to recognize as ictus-re_ated. 

This case was probably an unusual form of catamenial 
epilepsy, because of the peri-ictal psychosis and the consis- 
tent relation with the menses. The relation between seizures 
and menses is unclear, although water metabolism and en- 
docrine changes are suspected factors (2). Ms. A’s psychetic 
relapse after 8 symptom-free months probably was due to 
sleep deprivation and a subtherapeutic carbamazepine blaod 
level. That is, this psychosis was secondary to sreakthrovgh 
seizure activity. We wonder, as Price (3) did, whether the 
perimenstrual psychosis described by Endo et a.. (4) reflected 
a subtle underlying limbic ictal focus. Although BEAM is a 
controversial instrument (5), in this puzzling case it led to 
proper diagnosis and treatment. Temporal lobe epilepsy 
should be considered an unccmmon reason for premenstrual 
behavioral disturbances. 
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LAWRENCE A. LABBATE, M.D. 
Bremerhaven, Germany 

GLEN SHEARER, M.D. 

DOUGLAS A. WALDREP, M.D. 
Tribler Army Medical Center, Hawaii 


Iron Overload in Psychiatric Illness 


Sir: Little emphasis has be2n placed in the psychiatric and 
other medical literature on the psychiatric manifestations of 
iron overload. Niederau et al. (1) found neurological mani- 
festations such as depression. lethargy, and disorientation in 
several patients with hereditary hemochromatcsis. Dementia 
and ataxia have been reported as presenting symptoms of 
hereditary hemochromatosis (2), and a disabling fatigue has 
been reported to be the most common symptom; it has been 
reported in over 80% of patients at the time o7 diagnosis (1). 

Following the conclusion of Fairbanks and Baldus in 1986 
(3) that iron overload was more common than realized—and 
missed too frequently—I began to look at iron metabolism in 
patients with resistant psychiatric syndromes. I found seven 
patients who had either clinical evidence of hereditary hemo- 
chromatosis (i.e., skin bronzing, hepatosplenomegaly) or 
laboratory evidence of hereditary hemochromatosis (i.e., el- 
evated serum iron or transferrin saturation index or positive 
urinary challenge to the iron chelator deferoxamine. In all 
seven of these patients no disorder of iron metabolism had 
been previously considered. My treatment consisted of twice 
weekly injections of deferoxemine, 10 mg/kg i.m., until iron 
parameters and clinical abnormalizies had retarned to nor- 
mal. I have seen significant cl-nical improvements in resistant 
anxiety, depression, obsessians, compulsions, and panic at- 
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tacks in these patients. They have been followed for months 
with no regression. i 

Iron plays a key role in many brain enzymes, specifically, 
tyrosine hydroxylase, monoamine oxidase, and phenylala- 
nine hydroxylase (4). Thus, psychiatric manifestations of 
iron overload should not be unexpected. The amount of stor- 
age iron (ferritin) in the CNS is larger than realized, i.e., 30% 
of that found in the liver, which is considered the major 
storage site of iron. Unfortunately, we have been misled into 
thinking that hereditary 2emochromatosis is rare, and we do 
not yet think of iron overload as a somatic factor in the 
etiology of psychiatric illness. Hereditary hemochromatosis 
is the most common autosomal recessive inborn error of 
metabolism; 0.3% of the white population are true homozy- 
gotes, and 15.0% of the white population are heterozygotes 
or carriers. 

Ihave found the use of deferoxamine a very safe and useful 
adjunct in the treatment of patients with varying psychiatric 
manifestations due to hereditary hemochromatosis. I (5) and 
others have now published articles on the safe use of defer- 
oxamine to correct iron overload in other conditions. 
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PAUL CUTLER, M.D. 
Willowdale, Ont., Canada 


Low Serum Iron Levels and Neuroleptic Malignant 
Syndrome 


Sir: We were interested in the findings of Patricia Rose- 
bush, M.Sc.N., M.D., and Thomas Stewart, M.D., in their 
article on neuroleptic malignant syndrome (1). They re- 
ported that nearly all the patients they studied were agitated 
and restless before developing neuroleptic malignant syn- 
drome, and they questicned whether this represented undi- 
agnosed akathisia, whica may have created a state-depend- 
ent predisposition to neuroleptic malignant syndrome. They 
also found that 95% of their subjects had low serum iron 
levels, although it was unclear whether this predated the 
development of neuroleptic malignant syndrome. 

A previous report of ours (2) may be relevant in this matter 
and tie these two findings together. We found that subjects 
with akathisia had significantly lower serum iron levels than 
matched control subjects. There is evidence that iron modu- 
lates dopamine D, receptor function, as iron is known to 
constitute part of this receptor (3). Iron-deficient rats have 
decreased numbers of D, receptors and reduced behavioral 
responses to apomorphine, amphetamine, and opioids (4). 
We proposed that the low serum iron level, through an in- 
daced D, receptor hypofunction, increases the susceptibility 
to akathisia in patients taking antipsychotic medication. 

Although the pathopaysiology of neuroleptic malignant 
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syndrome is not clear, there is general agreement that D, 
receptor blockade is implicated (5). It is possible that preex- 
isting low serum iron levels would predispose to this by caus- 
ing reduced numbers and impaired function of D, receptors. 
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T. WHITE, M.B., CH.B. 
KEITH BROWN, M.B., CH.B. 
Glasgow, Scotland 


Dr. Rosebush and Dr. Mazurek Reply 


Str: We appreciate the comments by Drs. White and 
Brown suggesting that the low serum iron levels found in our 
study of patients with neuroleptic malignant syndrome may 
be linked to the motor restlessness which predated the neu- 
roleptic malignant syndrome in most of our cases. In view of 
their finding that serum iron levels are low in many cases of 
akathisia, they have wondered whether the patients in our 
series may have had preexisting low levels of serum iron that 
predisposed them to neuroleptic malignant syndrome. We 
have some further data that may help clarify this issue. 

The serum iron values (N= 19) reported in our article rep- 
resented the lowest level measured during each individual 
episode of neuroleptic malignant syndrome. We have now 
studied serum iron in 25 cases of neuroleptic malignant syn- 
drome and are fortunate enough to have, for six of our cases, 
serum iron determinations that predated the onset of neuro- 
leptic malignant syndrome. 

In these six cases the serum iron fell precipitously from 
mean+SD levels of 85+29 g/dl before neuroleptic malig- 
nant syndrome to 35+17 g/dl with the onset of the syn- 
drome. This represented a mean+SD drop of 60%+14% 
(range=37%—81%) (Rosebush and Mazurek, unpublished 
data). These data, which were not included in our original 
article, suggest that the extremely low serum iron levels 
found during neuroleptic malignant syndrome do not pre- 
cede the episode but, rather, are specific to the disorder itself. 

Another point worth mentioning is that akathisia is a com- 
mon complication of neuroleptic therapy, occurring in at 
least 20% of neuroleptic-treated psychiatric patients (1, 2). 
Neuroleptic malignant syndrome, on the other hand, is a rare 
event, and has been estimated to occur in 0.07% (3) to 1.4% 
(4) of hospitalized patients exposed to neuroleptics. 

It is our hypothesis that the low serum iron levels found in 
neuroleptic malignant syndrome may indeed participate in 
the pathophysiology of the disorder. Rather than seeing low 
levels of serum iron as predisposing to neuroleptic malignant 
syndrome, however, we think that the available data favor 
there being some other initiating factor which induces a dra- 
matic drop in serum iron at the onset of neuroleptic malig- 
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nant syndrome. This sudden decrease of serum iron may then 
in turn contribute to the clinical presentation of neuroleptic 
malignant syndrome by interfering with dopamine D, recep- 
tor function (5). 
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PATRICIA I. ROSEBUSH, M.D. 
MICHAEL F. MAZUREK, M.D. 
Hamilton, Ont., Canada 


Hypothesis About Borderline Personality Disorder 


Sır: I am writing in reference to the article “Perceptions of 
Parental Bonding in Borderline Patients” by Joel Paris, M.D., 
and Hallie Frank, Ph.D. (1), which is a good addition to the 
literature on borderline patients. However, I disagree with 
the authors’ choosing the neglect hypothesis rather than the 
overprotection hypothesis of the development of borderline 
personality disorder. The data they presented, with the ex- 
ception of the paper by Gunderson et al. (2), do not really 
lend themselves to supporting the neglect hypothesis. The 
study by Gunderson et al. was the only one in which the 
parents were interviewed; all of the authors’ papers and most 
of the others they cited were based on information from the 
patients. Obviously, these are biased data. The borderline 
patients of the present, much like the hysterical patients of 
Zetzel (3) in the past, are well-known for distorting data and 
for initially trying to please the therapist. Data coming from 
these patients, therefore, should always be suspect unless 
they can be validated by other, more neutral sources. 

Still, one is left to try to make sense of the neglect hypoth- 
esis, which is put forth consistently (and most intensely) by 
borderline patients. My hypothesis is that it is both true and 
not true at the same time. It is based in the pleasure principle 
(4), and as we are all aware, pleasure and pain are relative. 
My theory is that borderline patients, during the first year of 
their lives, are overprotected and overgratified. Then, as they 
reach the separation and individuation phase (5), instinctual 
gratification becomes more sophisticated, and also reality 
begins to have an effect upon their world. The overgratifying 
mother is no longer capable (or willing) to fully gratify the 
instinctual demands of this child who is a future borderline 
patient. The perception of the child, therefore, is one of acute 
deprivation as contrasted to the previous overgratification. It 
is the combination of this overgratification and then abrupt 
perceived deprivation that probably fixates the child at this 
particular psychosexual level of development. Of course, fix- 
ation at this level carries along with it all of the other types 
of problems, such as immature defenses, narcissistic object 
relationships, and preverbal communication style. 
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Perhaps someone will wish to set up a study to see if this 
hypothesis can be proved or disproved. 
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JAMES L. KNOLL MI, M.D. 
Dallas, Tex. 


Dr. Paris and Dr. Frank Reply 


Sir: We have already acknowledged in our article that 


- borderline patients can retrospectively distort their child- 


hood experiences. The theory proposed by Dr. Knoll resem- 
bles that of Masterson and Rinsley (1) but is nat readily open 
to empirical investigation. The only conceivable way to test 
it would be to carry out longitudinal follow-up of infants 
exposed to different patterns of mothering, and this is un- 
likely to be practical. 

The idea that infancy and early childhood are crucial in the 
development of abnormal personality is an aspect of psycho- 
analytic theory for which there is at present no existing em- 
pirical support. In fact, there is a wide body of research 
evidence supporting the view that adult psychapathology re- 
sults from the cumulative effects of many environmental 
traumas over the course of childhood interacting with con- 
stitutional vulnerabilities (2). The advantage of the instru- 
ment used in our study, Parker et al.’s Parental Bonding 
Instrument (3), is that it deals with childhood as a whole and 
with recoverable memories. 
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JOEL PARIS, M.D. 
HALLIE FRANK, PH.D. 
Montreal, Que., Canada 


Effects of Gun Laws on Suicide Rates 


Str: The article by Charles L. Rich, M.D., and associates 
suggesting that some substitution of suicide method occurred 
after the city of Toronto enacted a sweeping gun ban (1) 
reports one of the most convincing studies to date on this 
issue. However, because the authors’ examination of the rate 
of suicide by various methods in the city lacked a breakdown 
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by age or sex of the victims, it must be assumed that there 
was stability in these statistics during the study years. Al- 
though a recent study in Vancouver (2) reached the similar 
conclusion that gun laws did not reduce the overall suicide 
rate, it demonstrated a reduction in the suicide rate in the 15- 
to 24-year-old age group, indicating the need to use statistics 
that are method-specific for age and sex. 

Also pertinent to the findings of Dr. Rich and associates is 
a study conducted in Ontario that examined a variety of 
factors in suicides and attempted suicides among persons 
15—24 years of age during 1971-1978, before the ban on 
guns (3). It found firearm suicides to be 12 times more com- 
mon by males than by females, while jumping deaths were 
only twice as frequent. However, there was a diminishing 

` influence of sex on the choice of method as increasing num- 
bers of women chose violent means. 

Dr. Rich and associates did not rule out age-related effects, 
and they did report in their San Diego data that most men 
under 30 years old whe had committed suicide with a gun 
had had no prior psychiatric treatment, while the majority of 
those in the older age group had histories of psychiatric hos- 
pitalization. This agrees with the characterization of youths 
who commit suicide as impulsive in nature, which may ex- 
plain why.they may be Jess likely to turn to another method 
when they are unable to obtain a firearm (2). 

The Ontario study (3) also demonstrated a significant dif- 
ference in method between suicides in rural and urban areas; 
suicides in the rural areas generally involved guns because 
they were more widely available, whereas victims in cities 
chose jumping predominantly because of the presence of sub- 


ways, bridges, tall buildings, and moving automobiles. Be- _ 


cause the effect of changes in the availability or toxicity of a 
suicide method will larzely depend on the frequency of its 
use, some change to a more prevalent method such as jump- 
ing should not have been so unexpected when guns were 
banned in the city of Toronto. The possibility that some 
victims came into the city to carry out their jumping suicides 
cannot be completely ruled out either. 

Gun control laws cannot have as great an effect on pre- 
venting suicides as they are likely to have on reducing firearm 
homicides. In a violent culture such as ours, however; mak- 


ing a distinction between deaths that are suicides and thcse 
that are homicides is often difficult, since the latter may rep- 
resent an element of risk-taking and be self-inflicted to a 
degree. If we do not make any effort to control the spread of 
guns, it will only be giving further sanction to the use of 
violence, which is already endemic in our society. 
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ROBERT EILERS, M.D. 
Philadelphia, Pa. 


Dr. Rich Replies 


Sır: Dr. Eilers’ points are well made. He describes, as we 
attempted to do, some of the great number of mostly uncon- 
trollable variables involved in such naturalistic observations. 
Like Dr. Eilers, we also called for further systematic investi- 
gation of the issue. I personally do not usually have much 
difficulty in differentiating the intent to die of the person who 
commits suicide from the lack of such intent in homicides. 
On the other hand, it seems inescapable to conclude that 
guns play a role in a good many American homicides. The 
political problem of gun control in the United States is well- 
known. Our major clinical point, however, was and remains 
that suicidal individuals—be they old or young, urban or 
rural—cannot be considered out of harm’s way simply be- 
cause they do not have access to a gun. 


CHARLES L. RICH, M.D. 
Stony Brook, N.Y. 
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The APA Task Force Report 
on Benzodiazepine Dependence, Toxicity, 
and Abuse 


‘ 


n 1987 the American Psychiatric Association, recognizing the need for guidelires 

for prescribing benzodiazepines, established a task force to gather end report >n 
the available information regarding these widely prescribed drugs. The report kas 
recently been published by APA (1) and is strongly recommended to all psychiatrists. 
The report represents a group consensus; agreement was not unanimous on all 
points. The work of the task force was supported entirely by APA funding. 

Although many adults may take an occasional benzodiazepine, two-thirds of 
therapeutic use is for 60 days or less. Small but substantial numbers of adults have 
been taking benzodiazepines daily (or nightly) for 1 year or more. Over a period of 
many years, these adults represent 1.65% of the population, and they fall into four 
distinct groups. The first group comprises older, medically ill patients who are takiag 
other medications. Benzodiazepines are usually prescribed for these patients by a 
nonpsychiatrist. The second group comprises psychiatric patients with panic or 
agoraphobic disorders. In the first and second groups, benzodiazepines are seldcm 
abused, doses are not escalated, and patients as well as their physicians attest to me 
therapeutic necessity for the medication. The third group comprises psychiatric and 
general medical patients with recurrent dysphoria. Because of the vagueness aad 
chronicity of symptoms in this group, the indications for long-term use are less 
certain than those for the first two groups. Occasional patients may escalate their 
doses, and abuse of higher doses in combination with alcohol or other abus2d 
substances may occur. The fourth group is composed of patients with chronic sleep 
disorder. Although research data do not consistently support the long-term hypnoczic 
efficacy of benzodiazepines when taken for more than 30 consecutive nights, seme 
patients claim that they cannot sleep without a benzodiazepine at bedtime. To what 
extent regular nightly benzodiazepines are preventing rebound insomnia or actualy 
are treating a chronic sleep disturbance is not known. 

Therapeutic use of benzodiazepines can be associated with potential hazards to 
the patient. True physical dependence can arise from chronic therapeutic use, Ce- 
fined by the appearance of a constellation of discontinuance symptoms followiag 
abrupt withdrawal. These symptoms can be divided into three categories: rebound, 
recurrence, and withdrawal. Rebound symptoms, the first to appeer after drag 
termination, are the mirror image of the effects of the drug (worse anxiety, insomn:a, 
and restlessness) and may be severe enough to cause the patient to return to the dreg. 
For some short-half-life benzodiazepines, rebound symptoms may appear betwe2n 
doses, so that patients become dependent and are aware when the next dose will >e 
needed. Other discontinuance symptoms, usually appearing after rebound, may se 
identical to the symptoms for which the drug was originally prescribed and confuse 
both the patient and the clinician. It is often difficult to determine whether these 
symptoms represent a recurrence of the original reasons for the benzodiazepiae 
prescription, a manifestation of drug discontinuance, or both. Withdrawal symp- 
toms that were not present when the drug was initially prescribed make up the third 
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category of discontinuance symptoms. Seizures and psychosis are infrequent but are 
the most serious of the withdrawal symptoms. They occur after high doses, long 
duration of treatment, and abrupt discontinuation, and the risk of seizures may be 
higher when another drug that lowers the seizure threshold is also being used. Other 
disconcerting withdrawal symptoms include tinnitus, depression, and a sensation of 
seasickness. Although all discontinuance symptoms occur primarily after abrupt 
drug termination, they may also appear after gradual tapering, especially in patients 
who have been taking higher than usual doses or have been taking therapeutic doses 
for extended periods of time. 

The types of discontinuance symptoms are the same for both long- and short- 
half-life benzodiazepines. Clinical experience suggests, however, that short-half-life 
benzodiazepines, especially those which also have high potency, produce a more 
severe discontinuance syndrome that appears earlier than with long-half-life drugs. 
The severity of these discontinuance symptoms is reduced'when doses are very 
slowly tapered. Clinical experiencé also suggests that high-potency, short-half-life 
benzodiazepines are more likely than other benzodiazepines to induce a state of 
therapeutic dose dependence, although there are no research data to confirm these 
observations. ; 

In young and middle-aged adults, benzodiazepine toxicity is usually mild unless 
the drug is mixed with other sedative hypnotics or alcohol. Sedation, unsteadiness, 
and impaired psychomotor speed and accuracy are well-known benzodiazepine ef- 
fects. Driving skills are not usually impaired by regular therapeutic doses of benzo- 
diazepines but may be substantially compromised when a benzodiazepine is mixed 
with alcohol or when it is taken by a benzodiazepine-naive person. Clinicians should 
regularly warn their patients about the risks of driving while taking benzodiazepines, 
and the mixing of alcohol or other sedative hypnotics must be forbidden if the 
patient is to drive. 

Among the elderly, the toxicity of benzodiazepines takes on an additional dimen- 
sion. Subtle but measurable cognitive impairment may be associated with both acute 
and ckronic therapeutic doses of benzodiazepines. Unsteadiness and an increased 
predisposition to falling are not uncommon, so that extra caution must be exercised 
when benzodiazepines are prescribed. 

In summary, benzodiazepines are important therapeutic drugs when carefully 
prescribed for appropriate patients. At standard therapeutic doses, short-term treat- 
ment is usually without substantial toxicity or development of dependence. At high 
doses or for prolonged periods of use, toxicity and dependence may increase in 
frequency and severity. Benzodiazepines are ‘not drugs of abuse, although benzodi- 
azepine abuse is common among people who are actively abusing alcohol, opiates, 
cocaine, or sedative hypnotics. Clinical evidence suggests that abuse is also more 
likely among patients with a history of alcoholism. It is important for clinicians to 
feel comfortable prescribing benzodiazepines for appropriate patients, but the po- 
tential for toxicity and dependence must be considered before prescribing. Patients 
who may receive benzodiazepines for long periods or at high doses should be also 
informed of these risks. 
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Clarification of Projective Identification 


William N. Goldstein, M.D. 


This paper clarifies the various current usages of the term “projective identification.” The 
author presents a broad reference model of projective identification based on the work of 
Ogden. This model divides projective identification into three steps. Step 1 is the projection 
of a part of oneself onto an external object. Step 1a is the blurring of self and object 
representations. Step 2 is an interpersonal interaction in which the projector actively pres- 
sures the recipient to think, feel, and act in accordance with the projection. Step 3 is the 
reinternalization of the projection after it has been psychologically processed by the recipient. 
The different definitions of projective identification are shown to relate to exactly how the 
term “projection” is conceptualized (in step 1), to whether step 1a is deemed necessary, and 
to how many of the three steps are required for the definition of projective identification. The 
author reviews the work of Ogden, Kernberg, Meissner, Sandler, Malin and Grotstein, 
Porder, and Zinner et al. Six detailed case examples are provided from within and outside 


psychotherapy to illustrate all three steps of projective identification. 


(Am J Psychiatry 1991; 148:153-161) 


D r. A came out of a psychotherapy session feeling 
inadequate about himself and pessimistic about 
his werk with his patient, Ms. B. He briefly wondered 
if Ms. B might be better off with a different therapist. 
Dr. A was quite puzzled about having these feelings 
and thoughts. He had always believed that he did good 
work in general and with Ms. B in particular. He took 
a look at himself and concluded that he was generally 
an optimistic young man, usually viewing himself as 
competent and quite adequate. So where did these feel- 
ings come from? 

It is a rather common occurrence for psychothera- 
pists to leave therapy sessions experiencing some un- 
wanted and uncomfortable feelings. They might, for 
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instance, feel anxious, cepressed, overwhelmed, or 
even confused. Like Dr. A, they might feel inadequate 
or overly pessimistic. Sometimes they are puzzled by 
their feelings, being unclear why they feel the way they 
do. In situations like this, a therapist has learned to 
look at his or her countertransference—to ask himself 
or herself, Is there something within myself, based on 
my past, that has stimulated such a feeling? Am I prone 
to feeling anxious, am I vulnerable to depression, do I 
easily feel inadequate? Sometimes the answer does lie 
in the countertransference, at least partially. Often, 
however, the answer lies mainly elsewhere. 

What is often happening in instances like these is 
that the therapists have come under the influence of 
projective identifications. They are feeling uncomfort- 
able not so much because of their own unresolved con- 
flicts (although these should always be considered and 
never easily discounted) Fut because the patients have 
projected these feelings onto them. In fact, not only 
have the patients projected their feelings onto the ther- 
apists, they have done everything in their power to 
make the therapists accept the projections. They have 
interacted with the therapists, sometimes overtly, 
sometimes more subtly, to get them to think, act, and 
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feel in accordance with the projections. Sometimes 
feeling coerced and pressured, therapists have accepted 
the projections, frequently not realizing what has 
taken place. They have responded to the projective 
identifications, not so much because of their conflicts 
as related to their countertransference but because of 
the pressure from the patients for them to receive the 
projections. 

Going back to the example, when Dr. A looked 
closely at the psychotherapy hour, he could see how 
Ms. B, suffering from chronic feelings of inadequacy 
and low self-esteem, had projected these feelings onto 
him, then acted toward him so that he would accept 
the projected feelings. Ms. B succeeded in her task, and 
by the end of the hour Dr. A felt inadequate himself. 
Ms. B was subtle enough in her interactions with Dr. A 
so that he was initially puzzled by his feelings. 

During the psychotherapy hour, Ms. B first spoke of 
how worthless she was and how hopeless her condi- 
tion was. Then she discussed psychotherapy in general, 
wondering how useful it was in serious cases. She then 
went on to discuss a series of cases where an inexpe- 
rienced professional had erred. A young lawyer had 
made a major mistake that lost him a large amount of 
money, an inexperienced surgeon had left his patient 
with an unsightly scar, and a new accountant had to- 
tally messed up Ms. B’s taxes. Experience was all-im- 
portant, Ms. B claimed, and asked if Dr. A didn’t think 
so. Ms. B then began to argue her point with Dr. A, 
insisting that he agree with her. She then recalled a 
number of stupid blunders Dr. A had made, but said it 
was “no big deal” because she realized he had just 
completed his psychiatric training. She viewed her case 
as a very serious one, vet she knew Dr. A would try as 
hard as he could. However, she felt she had suffered 
for so long that possibly no one could help her. 

This example shows projective identification in the 
psychotherapy hour, but this process is not confined to 
psychotherapy. It is a commonplace phenomenon in 
day-to-day interactions between friends and acquain- 
tances, as some of the later examples will demonstrate. 

As presented in the example of Dr. A and Ms. B, 
projective identification appears to be a fairly straight- 
forward phenomenon. Yet, because it is currently used 
in numerous different ways by many different people, 
it remains a most elusive and difficult concept. It has 
been described as a primitive defense in patients with 
borderline and psychotic disorders, a developmental 
process out of which self and object differentiation 
comes about, an integral part of the transference-coun- 
tertransference process in both psychoanalysis and 
psychotherapy, a form of empathy, and more. Clini- 
cally, some view projective identification as a useful 
and even necessary way of conceptualizing a variety of 
phenomena, some use the term sparingly but with clear 
meaning, and others have little use for the concept. For 
those who use the term, there are many questions. 
These include the difference between projective identi- 
fication and projection, the nature of the identification 
and how it relates to the projection, the role of blurring 
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of ego boundaries in the process, the role of the inter- 
action between the projector and the recipient of the 
projection, and the nature of the reinternalization 
process. i 

Melanie Klein (1) first described projective identifi- 
cation as a process beginning in the earliest time of life, 
in a phase she called the paranoid-schizoid position. 
Klein was referring to a process in which parts of tae 
self are split off and projected into another person, 
leading to a particular kind of identification. This pro- 
cess includes an effort to control the other person by 
the projected parts. Segal (2) summarized Klein’s orig- 
inal description of projective identification in a more 
succinct manner: “Parts of the self and internal objects 
are split off and projected into the external object, 
which then becomes possessed by, controlled and iden- 
tified with the projected parts” (p. 27). The concept of 
projective identification has been developed and elab- 
orated by many of Klein’s followers, including Bion (3, 
4), Rosenfeld (5, 6), and Segal (2). More recent con- 
tributions along these lines have been made by Malin 
and Grotstein (7), Grotstein (8), and Ogden (9—11). 

Although always an important concept in the Klein- 
ian school of psychoanalysis, the term “projective 
identification” attained increasing popularity and Ee- 
came more generally widespread with the publication 
of Kernberg’s work on borderline personality organi- 
zation (12). Kernberg listed projective identification as 
one of the borderline defenses, together with splitting, 
primitive idealization, primitive denial, omnipotence, 
and devaluation. As will be detailed later in this paper, 
Kernberg’s thinking about projective identification has 
evolved with time, and his original description of the 
term is somewhat different from his more recent elab- 
orations (13, 14). The increased use of the term, un- 
fortunately, has not led to a consensus as to its mean- 
ing. In fact, there have been new applications of the 
concept and new ways of looking at projective idenzi- 
fication. Examples include the use of the concept by 
the object-relations-oriented family therapists (15—17) 
and Porder’s innovative and useful thinking about pro- 
jective identification (18). 

The history of the concept of projective identifica- 
tion has been elaborated quite well by others (8, 19, 
20) and will not be repeated here. Rather, in this paper 
I will focus on the various current usages of the term, 
with the hope of providing added clarification and 
integration. The emphasis of this paper will be on pro- 
jective identification as a defense mechanism, espe- 
cially as it relates to the psychoanalytic and psycho- 
therapeutic processes. 

In this paper, explanations of the various aspects 
and steps of projective identification will be illustrated 
by clinical examples. Six detailed clinical examples ap- 
pear at the end of the text, and excerpts from these 
cases will be interspersed throughout the text at ap- 
propriate places. At times it might be useful for the 
reader to refer to the detailed clinical example after 
reading an excerpt. 
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To look at the different current usages of projective 
identification, I use a broad model of projective iden- 
tification as a point of reference. This broad model is in 
accordance with the work of Ogden (9, 10), who orig- 
inally defined projective identification as a process oc- 
curring in three steps. Step 1 involves the fantasy of 
projecting a part of oneself into another person, with 
that part controlling the person from within. The pro- 
jected part is something the individual wishes to be rid 
of, either because the part threatens to destroy the self 
from within or because the person feels the part is in 
danger of attack by other aspects of the self. A distinc- 
tion is made here between projective identification and 
projection. In projective identification, the projector 
feels at one with the recipient of the projection; this 
feeling of oneness involves a blurring of self and object 
representations. In contrast, in projection proper, the 
projector feels estranged from and threatened by the 
recipient of the projection. 

Step 2 is an interpersonal interaction in which the 
projector actively pressures the recipient to think, feel, 
and act in accordance with the projection. According 
to Ogden, projective identification does not exist when 
there is no interaction of this nature. 

Finally, in step 3, the projection is reinternalized af- 
ter it has been psychologically processed by the recip- 
ient. The nature of the reinternalization process de- 
pends on the maturational level of the projector and 
can range from primitive types of introjection to ma- 
ture forms of identification. Whatever the process, the 
reinternalization offers the projector the potential for 
attaining new ways of handling a set of feelings and 
fantasies that he or she could only wish to be rid of in 
the past. 

More recently, Ogden (11) has clarified that the pro- 
jection can involve either a self representation or an 
object representation. He has de-emphasized the con- 
cept of controlling the person from within and has 
backed away from the need for a blurring of self and 
object representations as necessary to the process. 
With these recent clarifications, Ogden’s concept of 
projective identification now provides the broadest 
model today. 

Some (13, 21) feel that Ogden’s concept of projec- 
tive identification is too broad. However, it is just that 
aspect of his work which makes it conducive as a ref- 
erence to compare the various current usages of pro- 
jective identification. In using his work as a reference, 
I will modify and outline Ogden’s steps in the follow- 
ing fashion: Step 1 is the projection (or externaliza- 
tion) of part of oneself onto an external object (recip- 
ient). Step 1a is the blurring of self and object 
representations. Step 2 is the interpersonal interaction 
in which the projector actively pressures the recipient 
to think, feel, and act in accordance with the projec- 
tion. Step 3 is the reinternalization of the projection 
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after the projection has been psychologically processed 
(and modified) by the recipient. 

As will be shown in this paper, the different defini- 
tions of projective identification relete to exactly how 
one conceptualizes the term “projection” in step 1, 
whether step 1a is deemed necessary, and how many of 
the three steps are required for the process to qualify as 
projective identification. 


Step 1: The Projection 


What is meant by the term “projection” is very impor- 
tant because people who use the terra “projective iden- 
tification” differ in their definition of projection. Sandler 
(22) defines projection as involving a transfer of mental 
content from a self representation to an obiect represen- 
tation. Meissner (21) is basically in agreement with this, 
stating that projection involves an attribution of part of 
a self representation to an object representation. Meiss- 
ner further distinguishes displacemert from projection, 
stating that displacement involves an attribution of part 
of one object representation to another object represen- 
tation. Differentiation of projection from displacement in 
this way is often the norm. Yet Ogden (9, 10) classifies 
displacement (of one object representation to another) as 
a form of projection. The question of the definition of 
projection is crucial here. As will be seen, the process of 
projective identification takes on different meanings in 
accordance with what part of the psychic apparatus is 
projected. 

For further clarification, I will first become simplistic 
and state the obvious, that the psychic apparatus is 
thought to include the drives (id), the ego, and the 
superego. Next I will state that I will view self and 
object representations as parts of the ego (23). Al- 
though this is in accordance with the ideas of Sandler 
and Rosenblatt (24), Jacobson (23), and Kernberg 
(26), others (27) disagree. Some prefer to <hink of self 
and object representations as being formed by the in- 
teraction of ego, id, and superego; additionally, some 
object to combining the representational model with 
structural theory. However, including self and object 
representations as parts of the ego allows ror an easily 
understandable model, clearly suitable for the pur- 
poses of this paper. 

Next, again in accordance with tke purposes of this 
paper, I will simplify things and use the term “‘projec- 
tion” in its broadest sense, to include any kind of ex- 
ternalization. Although the term “externalization” is 
sometimes differentiated from the term “projection,” 
often referring to a larger group of phenomena, it is 
also widely used as a synorym for projection (22). This 
latter usage will be applied here. Thus, we can speak of 
externalizations or projections as referring to drives, 
self representations, object representations, and super- 
ego. Alternatively, one can think totally in accordance 
with a representational model. Herz drives would be 
conceptualized as self representaticns (either aggres- 
sive self representations or libidinal self representa- 
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tions) and the superego would be conceptualized as an 
object representation. 

Given these simplifications, I will now posit a num- 
ber of distinctions and ideas regarding step 1 of pro- 
jective identification. I want to emphasize that these 
ideas need to be viewed as generalizations only, as 
ideas that warrant further exploration and thinking. 

The nature of projective identification changes in 
accordance with what is projected. A very important 
distinction here is between the projection of self rep- 
resentations or drives on the one hand and the projec- 
tion of object representations or superego on the other. 
In general, the projection of self representations (or 
drives) is thought to constitute a more primitive pro- 
cess than the projection of object representations (or 
superego). Projections of self representations (or 
drives), when they occur frequently, are most typical of 
individuals with borderline and psychotic disorders. 
Regarding the psychotherapeutic process, these types 
of projections may occur in neurotic individuals, espe- 
cially in the transference regression in psychoanalysis; 
however, with the neurotic individual they are neither 
frequent nor predominant. In contrast, in psychother- 
apy with patients with borderline and psychotic dis- 
orders, these kinds of projections can be both frequent 
and predominant, even without the use of the 
couch. 

The projection of object representations (or super- 
ego) constitutes a different phenomenon. Tradition- 
ally, when one thinks of the transference as a repetition 
of actual relations from the past, fantasized relations 
from the past, and defenses against both, one is refer- 
ring to projections of object representations. Projec- 
tions of object representations (or superego) are ubiq- 
uitous; they are commonplace among all individuals, 
both in day-to-day interactions and within psychother- 
apy. As noted, projections of object representations are 
synonymous with displacements. To help illustrate the 
different types of projection in step 1, I refer now to the 
clinical examples. 

In case 1, Mr. C views his analyst as treating him 
unfairly and taking advantage of him. This view of his 
analyst is heightened when Mr. C anticipates that the 
analyst will charge for a missed session. Mr. C has a 
long history of feeling taken advantage of and used by 
his mother. This case is an example of a transference 
based on the projection of an object representation. 

In case 2, Ms. D presents herself as inadequate, little, 
and pathetic, then feels that her analyst views her in 
that same way. Actually, her analyst views her as com- 
petent and high powered, yet she insists that he sees 
her as little and inadequate. Here Ms. D is experienc- 
ing with her analyst what she continually experienced 
with her father as a child. This is another, more com- 
plicated, example of a transference based on the pro- 
jection of an object representation. Here Ms. D retains 
her self representation (little and inadequate) and 
projects onto the analyst an object representation of 
someone who treats her in accordance with that self 
representation, 
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In case 4, Mr. G views his therapist as worthless and 
impotent, incapable of doing anything right. In reality 
the therapist is doing an excellent job. Mr. G, having 
grown up in an environment where he was continually 
attacked and belittled by his mother, has internalized 
an image of himself as worthless and impotent. This 
case is an example of a transference based on the pro- 
jection of a self representation of someone worthless 
and impotent. 

In case 5, Mr. H does things to make his girlfriend 
feel anxious. For example, when in a crisis he leaves 
out crucial details, which makes the situation seem 
more dangerous. Then he complains bitterly of his girl- 
friend’s high anxiety. Actually, Mr. H is the one who is 
overtly anxious, and he deals with his anxiety by pro- 
jecting it onto his girlfriend. This is an example of the 
projection of a self representation, of someone who is 
anxious. 

If only projections of self representations (and 
drives) are included in the definition of projective iden- 


tification, it refers mostly to a process involving indi- 


viduals with borderline and psychotic disorders. This 
process, often thought to include some blurring of ego 
boundaries, is basically in accordance with the think- 
ing of Kernberg (13, 14) and Meissner (19, 21). If 
projections of object representations (and superego) 
are included in the definition of projective identifica- 
tion, and if blurring of ego boundaries is not required, 
then projective identification refers to a process involv- 
ing basically all individuals. This is in accordance with 
the work of Grotstein (8) and with Ogden’s more re- 
cent use of the term (11). Both Ogden and Grotstein 
basically view projective identification as a universal 
feature of the transference. Interesting enough, in the 
case examples just cited, Mr. C and Ms. D are basically 
neurotic individuals, whereas Mr. G and Mr. H are 
psychotic. 

At this point, I take the opportunity to relate the 
considerations just discussed to Meissner’s concept of 
transference (28) and to Racker’s concept of counter- 
transference (29, 30). Meissner divides transferences 
into two groups: projection transferences and displace- 
ment transferences. Projection transferences involve 
projections of self representations, whereas displace- 
ment transferences involve projections of object repre- 
sentations. For Meissner, in accordance with what I 
have already stated, projection transferences are most 
typical of individuals with borderline and psychotic 
disorders, whereas displacement transferences are 
more typical of neurotic individuals. Meissner would 
view the transferences involving Mr. C and Ms. D, 
where there are projections of object representations, 
as displacement transferences. He would view Mr. G 
as an example of a projection transference. Mr. H 
would be viewed as a projection transference, but out- 
side of the psychotherapeutic situation. 

Meissner’s concept of transference corresponds to 
Racker’s concept of countertransference (29, 30). Racker 
divides countertransference identifications into two 
types: concordant identifications, where the analyst iden- 


Am J Psychiatry 148:2, February 1991 


tifies with the patient’s internal structure (or self repre- 
sentations), and complementary identifications, where 
the analyst identifies with the patient’s internal objects 
(or object representations). The concordant identification 
corresponds to Meissner’s projection transference, and 
the complementary identification corresponds to Meiss- 
ner’s displacement transference. 


Step 1a: The Blurring of Self and Object 
Representations 


It is interesting that both Kernberg (13) and Ogden 
(9, 10) originally emphasized the blurring of self and 
object representations as part of projective identifica- 
tion, then moved away from including it in the defini- 
tion. In more recent descriptions of projective identi- 
fication by Kernberg (13, 14) and Ogden (11), the 
blurring of self and object representations has been 
conspicuously omitted, although neither author states 
the reasons for the omission. 

In his original concept of projective identification, 
Kernberg (12) stated that it was the lack of ego bound- 
aries per se that led to the identification that followed the 
projection. The beauty of Kernberg’s original concept, in 
applying it to patients with borderline disorders, is that 
these patients often exhibit blurring of ego boundaries in 
close interpersonal relationships, enabling projections in 
that context to take on the characteristics of projective 
identification. As stated, in more recent writings Kern- 
berg (13, 14) has removed step 1a from his definition of 
projective identification. Although in his view projective 
identification is a more primitive defense than projection 
itself, it is no longer considered an exclusively psychotic 
mechanism. However, in Kernberg’s view projective 
identification continues to be typical of individuals with 
borderline and psychotic disorders and not typical of 
neurotic individuals. 

Like Kernberg, Ogden originally emphasized that in 
projective identification, “the person involved in such 
a process is operating at least in part at a developmen- 
tal level wherein there is profound blurring of bound- 
aries between self and object representations” (9, p. 
352). However, in his more recent book (11), Ogden 
omits this blurring of ego boundaries when he de- 
scribes projective identification. Certainly, in viewing 
projective identification as a universal feature of the 
transference, Ogden no longer thinks in terms of blur- 
ring of self and object representations. 

In accordance with the discussion of step 1, the blur- 
ring of ego boundaries in projective identification 
might be related to the nature of the projection. Pro- 
jections of object representations (or superego) basi- 
cally do not include the blurring of ego boundaries. 
However, projections of self representations (or drives) 
frequently include such a blurring. When one thinks 
about it, the transfer of a self representation to an 
object representation implies blurring of self and ob- 
ject representations by definition. The question re- 
mains as to whether projective identification is basi- 
cally a psychotic process or not. Kernberg and Ogden 
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were originally of that opinion, and Meissner (21) still 
is. However, to the extent that the term has been 
broadened to include projections of object representa- 
tions (and superego), it has become less exclusively 
associated with borderline conditions and psychoses. 
Illustrations of the blurring of self and object repre- 
sentations occur most clearly in cases 5 and 6, involv- 
ing a man with borderline disorder and a psychotic 
man, respectively. In case 5, Mr. H does things to 
make his girlfriend feel anxious, then complains of her 
high anxiety level. There is a blurring or an anxious 
self representation with an anxious object representa- 
tion. In case 6, Mr. I acts toward his therapist in a very 
disorganized and disruptive manner. He projects his 
disorganization onto his therapist but remains totally 
confused about whether he or she is disorganized. 
Here there is a blurring of a disorganized self repre- 
sentation with a disorganized object representation. 


Step 2: The Interpersonal Interaction 


In this step, pressure is exerted by the projector on 
the recipient of the projection to think, feel, and act in 
accordance with the projection. Although some limit 
their concept of projective identification to step 1 and 
1a only, most feel that step 2 is crucial in the projective 
identification process. Ogden states that “projective 
identification does not exist where there is no interac- 
tion between projector and object” (9, p. 359). Step 2 
actually expands the concept of projective identifica- 
tion beyond the intrapsychic into the realm of inter- 
personal. In that regard, Ogden (9, 10) views projec- 
tive identification as a bridging concept, one that links 
phenomena in the intrapsychic sphere with those in the 
interpersonal. 

As noted, not everyone is happy with this expansion. 
In this regard, Meissner (21) differentiates between the 
one-body context (intrapsychic) and the two-or-more- 
body context (interpersonal). Meissner regards projec- 
tive identification as a totally intrapsychic phenome- 
non and limits his concept to step 1 and 1a. Kernberg 
(13) minimizes Meissner’s differentiation, stating that 
it is artificial to separate the intrapsychic from the in- 
terpersonal. Despite this, Kernberg’s original definition 
of projective identification (12) is basically an intra- 
psychic one, whereas his more recent definition (13, 
14) clearly includes an interpersonal component. 

Sandler (20) helps us understand the various usages 
of projective identification by classifying projective 
identification into three stages, in accordance with the 
historical usages of the term. In stage 1, in accordance 
with Meissner, the processes remain intrapsychic. In 
stage 2, the analyst becomes involved in the interaction 
(step 2) by identifying with the projection to a degree 
sufficient to contribute to the analyst’s countertrans- 
ference. Here, the analyst is influenced by the projec- 
tion only by his or her identification; the patient does 
not actively pressure the analyst to receive the pro- 
jection. It is only in stage 3 that there is a definite 
interaction, where the analyst is pressured to act in 


157 


PROJECTIVE IDENTIFICATION 


accordance with the projection. In this stage, the op- 
portunity for reinternalization, to be discussed later in 
this paper, becomes available. 

Illustrations of the interpersonal interaction, where 
pressure is exerted by the projector on the recipient to 
act in accordance with the projection, appear in all the 
clinical examples. In case 2, for example, Ms. D pres- 
ents herself as inadequate, ineffective, little, and pa- 
thetic and insists that her analyst view her this same 
way. She assumes that he agrees with her and presents 
one example after anocher based on this assumption. If 
the analyst states disagreement, she argues vehemently 
with him. With her persistence, the analyst feels pres- 
sured, coerced, overwrelmed, and frustrated. 

Case 3 shows the interaction between two physi- 
cians during medical rounds. Here Dr. E, who is lead- 
ing the rounds, projects her own feelings of inadequacy 
onto Dr. F and then treats Dr. F as if she is, in fact, 
inadequate, although Dr. F is almost her equal. As a 
result, Dr. F begins to feel inadequate herself. 

In case 5, Mr. H projects his own anxiety onto his 
girlfriend. He talks to her about crisis situations, mak- 
ing the situations seem much more dangerous than 
they actually are. He then complains about her high 
anxiety. 

In 1987, Porder (18} presented projective identifica- 
tion in a different and interesting way. His work is 
mentioned now because it lends more understanding 
to the interpersonal interaction (step 2). Porder views 
projective identification as a “two-tiered” transfer- 
ence/countertransference mechanism, understood as a 
compromise formation that includes as major compo- 
nents identification with the aggressor and/or a turning 
of passive into active. 

To understand Porder’s work, I will use his example 
where, by means of projection in step 1, the analyst is 
viewed as a powerful aggressive parent, while the pa- 
tient views himself or herself as a helpless victimized 
child. In step 2 ‘the interactive process), the patient 
becomes active and aggressive in trying to pressure the 
analyst to accept the projected image of a powerful 
aggressive parent. As the patient aggressively and 
forcefully tries to coerce the analyst to accept the pro- 
jection, the analyst begins to feel helpless and victim- 
ized. Through this interpersonal interaction, a role 
reversal has taken place. The patient has identified 
with the powerful aggressive parent, turned passive 
into active, and is now treating the analyst as a helpless 
victim. 

To clarify further, in step 1 the patient projects onto 
the analyst an object representation of a powerful par- 
ent, while identifying with a self representation of a 
helpless victimized child. Then in step 2, the patient 
projects onto the analyst a self representation of a vic- 
timized child, while identifying with an object repre- 
sentation of a powerfu_ parent. Step 2, in this example, 
includes a second and different projection and a second 
and different identification. It should be noted that this 
is not always the case. For example, if instep 1 a self 
representation of a little, victimized self is projected, 
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then step 2 simply adds intensity to the original pro- 
jective process. However, step 2 always involves iden- 
tification with the aggressor and a turning of passive 
into active. 

Porder states that the interpersonal interactions char- 
acteristic of projective identification are more common in 
individuals with borderline and psychotic disorders. He 
relates this to the fact that these sicker individuals grow 
up with more disturbed and aggressive parents (by whom 
they are victimized and with whom they identify) and to 
the fact that these individuals have more difficulty ex- 
pressing their conflicts verbally. 


Step 3: The Reinternalization of the Projection 


In step 3, the projection is reinternalized after it has 
been psychologically processed and altered by the re- 
cipient. The psychological processing is in accordance 
with the recipient’s psychic structure, including his or 
her strengths, weaknesses, and defensive system. If the 
recipient is sufficiently different from the projector, the 
processed version of the original projection might in- 
clude substantial changes. According to Ogden (9, 10), 
the processed version might be modified in such a way 
that the projector, after the reinternalization, might no 
longer feel the need to be rid of the now altered pro- 
jection. Regarding psychotherapy, although the proc- 
essing of the projection is often thought to take place 
“silently,” interpretations regarding the projection can 
also be used to influence the reinternalization. The ex- 
act nature of the reinternalization process depends on 
the maturational level of the projector and can vary 
from primitive types of introjection to more mature 
forms of identification. 

Step 3 extends the concept of projective identifica- 
tion even further. This step has particular relevance to 
the psychotherapeutic process. The reinternalization 
process offers the projector the potential for change, 
for attaining new ways of handling a set of feelings and 
fantasies that he or she could only wish to be rid of in 
the past. With that in mind, some (8) have understood 
the essence of psychotherapeutic change as taking 
place through a series of projective identifications. The 
developmental process can be conceptualized in an 
analogous way. 

As might be expected, the expansion of projective 
identification to step 3 is certainly not uniformly 
agreed upon. As noted, Meissner (19, 21) confines his 
definition of projective identification solely to an intra- 
psychic process, including step 1 and 1a only. Kern- 


„berg (13, 14), although he includes step 2 in his defi- 


nition of projective identification, feels that step 3 
would extend the definition too far. Sandler (20) in- 
cludes the reinternalization process only in what he 
calls stage 3 of projective identification. Despite these 
differences, the reinternalization process is now com- 
monly included by many in thinking about projective 
identification. 

Regarding the reinternalization process in psycho- 
therapy, change usually can be noted only after the 
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accumulation of a number of instances of reinternal- 
ization of projections. Case 2 demonstrates this. Ms. D 
presents herself as little and inadequate, repetitively 
insists that her analyst view her that way, and repeti- 
tively argues that, in fact, she is that way. As this pro- 
cess occurs over and over again, the analyst is partially 
influenced by what Ms. D says (that is, by her projec- 
tions onto him); yet his basic view of her as competent 
and high powered remains. With time, Ms. D is able to 
somewhat alter her self representation because of the 
reinternalization process. To be more specific, Ms. D 
repetitively projects onto the analyst an object repre- 
sentation of someone who views her in accordance 
with her self representation. The analyst is able to re- 
ceive Ms. D’s projections but is minimally influenced 
by them; he maintains his basic view of her as compe- 
tent and high powered. One could say that he modifies 
the projections onto him in accordance with his orig- 
inal view. By accumulative reinternalizations of the 
modified projections, Ms. D is gradually able to alter 
her self representation in accordance with the way the 
analyst views her. Thus, she is gradually able to see 
herself as less little and pathetic and more competent 
and high powered. 


THE WORK OF ZINNER AND ASSOCIATES 


As noted earlier, the concept of projective identifi- 
cation has been expanded to marital and family ther- 
apy by a group of object-relations-oriented psychoan- 
alysts. The work of this group—Zinner, R. Shapiro, E. 
Shapiro, and Berkowitz (15—17)—will be briefly re- 
viewed here and related to the reference model of pro- 
jective identification. 

Regarding marriage, Zinner et al. emphasize mutual 
projective identifications between the marital couple, 
where each member willingly (although unconsciously) 
accepts the projections of the other. For example, a hus- 
band maintains a desired image of himself as aggressive 
and competitive by projecting his unwanted passive and 
helpless qualities onto his wife. This is ideal for the wife, 
who is able to maintain her desired image of a passive 
and helpless woman by projecting her competitive and 
aggressive qualities onto the husband. Thus, the projec- 
tive identifications are mutually rewarding and comple- 
mentary. In the case of parents and their children, pro- 
jective identifications also can be complementary. More 
frequently, however, the children, although accepting of 
the parental projective identifications, suffer considerably 
as a result of the projections. Still, these children, for a 
variety of reasons, most important of which might be the 
fear of object loss, easily accept the parental projections. 

In the work of Zinner et al., it is noteworthy that the 
projections are typically easily accepted. In fact, these 
authors emphasize the element of (unconscious) collu- 
sion. This collusion is in contrast to projective identi- 
fications in the psychoanalytic and psychotherapeutic 
situation. Also of interest is that many of the authors’ 
examples are projections of (unwanted) self represen- 
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tations. Since Zinner et al. appear to work with a wide 
variety of patients, this could contradict my earlier 
generalization that the p-ojection of self representa- 
tions indicates a primitive process. It is quite possible, 
however, that the projection of a self representation to 
a clearly accepting recipient involves a less primitive 
process than the projection of a self representation to a 
clearly unwilling recipient. 

In the work of Zinner et al., there is no requirement 
of blurring of self and obj2ct representations (step 1a), 
although examples are given where the blurring does 
occur. The reinternalizaticn process (step 3), especially 
where there is collusion, is not emphasized. However, 
in the authors’ psychothe-apeutic work, reinternaliza- 
tion of the projections pleys an important role. 


PROJECTIVE IDENTIFICATION VERSUS FROJECTION 


A few additional words might be useful to further 
clarify the distinction between projective identification 
and projection. As already discussed, many view pro- 
jective identification as a more primitive process than 
projection, one that impLes at least some blurring of 
ego boundaries in the area of the projection. It is this 
blurring of ego boundaries which causes the projector 
to hold onto, feel at one with, and continue to identify 
with the projection. In contrast, projection is seen as 
occurring when there are clearly differentiated ego 
boundaries. Here the proj2ctor feels little identification 
with the projection and may distance himself or herself 
and stay away from the cbject of the projection. This 
is basically the view of <ernberg (13, 14), certainly 
that of Meissner (19, 21), and originally that of Ogden 
(9, 10). 

With the broadening af the definition of projective 
identification (with the irclusion of object representa- 
tions as well as self representations in step 1, and with 
the elimination of step 1a as a requirement), the dis- 
tinction between projective identification and projec- 
tion is less clear. The extreme here is the elimination of 
the distinction, as in the idea of Malin and Grotstein 
(7) that the projector always retains some contact (and 
identification) with what is projected. In essence, the 
distinction between projective identification and pro- 
jection varies in accordance with the definition of pro- 
jective identification. 


CLINICAL EXAMPLES 


Some of the following cases are from psychoanaly- 
ses, others from psychotrerapy, and still others from 
interactions outside of psychotherapy. Individuals 
with neurotic, borderline, and psychotic disorders are 
all included. The examp es show projections of both 
self representations and cbject representations. In sev- 
eral cases there is blurring of ego boundaries. All cases 
include the interpersonal interaction, where the de- 
fenses of identification with the aggressor and the turn- 
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ing of passive into active can be noted. Excerpts from 
these cases have already been referred to throughout 
this paper. 


Case 1. Mr. C grew up with a mother who seldom listened 
to him, who constantly forced her will on him, and who 
never gave him any choices or alternatives. In regard to this, 
Mr. C felt treated unfairly, taken advantage of, and used. As 
might be expected, he usually viewed his psychoanalyst anal- 
ogously to his mother. In fact, Mr. C went out of his way to 
create situations so that he could think of the analyst that 
way. Additionally, he induced his analyst to act in accor- 
dance with his thinking, then raged at him for his unfair 
treatment. For example, after clearly agreeing to a policy of 
paying for missed sessiors unless the analyst filled the hour, 
Mr. C felt that he should not have to pay for an appointment 
at the time of a rescheduled graduate class. Mr. C assumed 
that the analyst would charge if he missed and felt taken 
advantage of and cheatec. He repetitively chastised and crit- 
icized the analyst about how unfair he was, insisting that the 
analyst had forced his will on him and would not listen to his 
point of view. The analyst began to feel both guilty and 
angry; he felt that maybe he was being unfair to Mr. C and 
taking advantage of him. He also felt harassed, forced to take 
the position ascribed to him, and treated poorly by Mr. C. 
Later it turned out that Mr. C had several other time options 
regarding the rescheduled class but had neglected to mention 
that. 


In this example, Mr. C projects a maternal object 
representation onto the analyst, creates situations 
where he can view the analyst in accordance with this 
projection, and then tries to force the analyst into ac- 
cepting the projection. 


Case 2. Ms. D, although she functioned in a highly com- 
petent fashion and was widely respected in her profession, 
frequently presented herself in psychoanalysis as inadequate, 
ineffective, little, and pathetic. She said she was a loser, was 
inferior to her colleagues, and was looked down upon and 
scorned by her fellow professionals. Ms. D insisted that her 
analyst view her in the same way that she saw herself and 
repetitively acted to get him to feel and to treat her that way. 
In a manner particularly annoying to the analyst, Ms. D 
acted as if it were a fact taat the analyst agreed that she was 
little and inadequate. She elaborated one example after an- 
other, based on the assumption that the analyst agreed with 
her. If the analyst made any comment indicating that he felt 
differently, Ms. D would argue with him and insist that he 
was being stupid and demeaning. The analyst felt pressured, 
coerced, overwhelmed, frustrated, and angry. 


Here Ms. D retains her self representation as a little, 
pathetic, devalued professional while projecting onto 
the analyst an object representation of a demeaning, 
devaluing, and critical parent. Note that the self rep- 
resentation is retained; it is the object representation 
(of someone who treats Ms. D in accordance with her 
self representation) thaz is projected. Ms. D here inter- 
acts very provocatively with the analyst as she tries to 
get him to accept her projection. 


Case 3. As a defense zgainst her own feelings of inade- 
quacy, Dr. E referred to herself in a very exaggerated fashion 
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as an important and knowledgeable member of the senior 
staff. In charge of making medical rounds, she treated a col- 
league, Dr. F, as if Dr. F were inadequate. Although Dr. F 
was almost her equal, Dr. E lectured her and quizzed her as 
if she were a beginning medical student. When Dr. F did not 
know something, Dr. E would sigh in disbelief. As this se- 
quence of events continued, Dr. F, also somewhat lacking in 
self-confidence, began to feel inadequate herself. 
N 


This is an example of projective identification out- 
side the psychotherapy setting. Here Dr. E projects a 
self representation onto Dr. F and then treats Dr. F in 
accordance with this projection, doing everything pos- 
sible to make Dr. F accept the unwanted projected 
feelings. 


Case 4. Mr. G, a man with schizophrenia, verbally at- 
tacked his therapist. Session after session he yelled and 
screamed that the therapist was not helping him, that she 
was worthless and impotent, and that she was incapable of 
doing anything right. Whatever the therapist did or said, Mr. 
G immediately jumped on it as wrong and indicative of her 
inability to help. As the attacks continued, the therapist be- 
gan to feel worthless, impotent, and destroyed. Exploration 
revealed the interaction to be a reenactment with a role re- 
versal of Mr. G’s relationship with his mother, in which he 
felt worthless and destroyed by her continual verbal attacks 
on him. 


In this case, Mr. G projects a self representaticn 
onto his therapist, then repetitively treats the therapist 
in accordance with the projection. The therapist begins 
to view herself in accordance with the projection. 


Case 5. Mr. H, a man with a diagnosis of borderline per- 
sonality disorder, was in a relationship with a highly anxious 
woman, This man lived from crisis to crisis, yet gave the 
appearance of utmost calm, that he could deal with anything. 
He complained bitterly of his girlfriend’s high anxiety, yet in 
telling her about his situations he would inevitably leave out 
crucial details, making the situation seem much more dan- 
gerous than it actually was. Mr. H would thereby increase 
his girlfriend’s anxiety and then attempt to distance himself 
from her to get away from the anxiety. Paradoxically, he 
could not tolerate even a day without contact with her be- 
cause absence of contact increased his anxiety. 


Here is another example of projective identification 
outside of the psychotherapy session. Here Mr. H rics 
himself of his anxiety by projecting his self represen- 
tation onto his girlfriend. In a subtle but clear manner, 
he relates to his girlfriend in a way that induces her to 
feel and act in accordance with the projection. In this 
case, the blurring of self and object representations is 
noted by Mr. H’s unclarity about who is anxious, him- 
self or his girlfriend. There is a blurring of an anxious 
self representation with an anxious object representz- 
tion. This blurring is also evident in Mr. H’s inability 
to make this projection totally, as shown by his need 
for daily contact with his girlfriend. 


Case 6. Mr. I, a man with a diagnosis of paranoid schizo- 
phrenia, had difficulty writing his check at the end of one 
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session. He could not spell words; he could not remember 
the date or to whom to write the check. Obviously in a 
disorganized state, he said to the therapist that he was dan- 
gerous and bad and that she had better watch out or he 
would mess up her thought processes. He then started acting 
in a very disorganized and disruptive manner. He told the 
therapist that she was rigid and inflexible as he was going 
over his hour; then he reversed himself and said no, it was he 
who was rigid and inflexible. He called the therapist bad 
names; then he said maybe it was he rather than she who was 
bad. He said he did not ever want to see the therapist again, 
yet had a hard time leaving. When he left, the therapist felt 
very ursettled and disorganized herself. 


This is a case where a disorganized self representa- 
tion is projected onto the therapist. By being exposed 
to the ramifications of Mr. I’s disorganization, the 
therapist is left feeling that same way herself. In this 
case, the blurring of self and object representations is 
most clear: Mr. I has difficulty distinguishing himself 
from the therapist. 
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Insights Into the Structure and Function 
of GABA-Benzodiazepine Receptors: 
Ion Channels and Psychiatry 


Charles F. Zorumski, M.D., and Keith E. Isenberg, M.D. 


Objective: As a result of combined biophysical and molecular biological studies, important 
insights into the structure and function of y-aminobutyric acid (GABA) receptors have been 
achieved. These insights have helped to define the role of GABA receptors in synaptic 
inhibition and the ion channel mechanisms by which different neuropsychiatric drugs work. 
The authors’ goal is to describe the actions of GABA as a neurotransmitter and discuss the 
modulation of receptor function by different drugs. Data collection: The authors focus on 
more recent studies of the structure and physiology of the receptor-ion channel complex and 
the relevance of these studies to psychiatry. Findings: The CNS effects of benzodiazepines, 
barbiturates, and alcohol have been linked to the GABA-chloride channel receptor complex. 
Multiple subunits of this complex have been cloned, sequenced, and expressed in heterolo- 
gous systems. The results of cloning studies, coupled with membrane biophysics, have pro- 
vided important insights into the structure and function of GABA receptors and their mod- 
ulation by psychopharmacological agents. Conclusions: Future understanding of disease 
states, drug effects, and therapeutic successes and failures may be expressed in terms of 
differences in the structure and function of specific receptors and their associated ion chan- 
nels. Furthermore, the ability to describe the molecular function of receptor subtypes offers 
the ability to tailor drug specificity by developing agents directed against a given receptor 
subtype. The current GABA studies also have important implications for the understanding 


of how neurotransmitter systems may be involved in illness. 


(Am J Psychiatry 1991; 148:162-173) 


A n implicit goal of biological psychiatry is to under- 
stand the neural mechanisms involved in specific 
clinical syndromes. One means of gaining this under- 
standing is through investigations into the mechanisms of 
psychotropic drug action. The effects of different drugs 
on the ‘y-aminobutyric acid (GABA) neurotransmitter 
system suggest that this system is involved in several 
forms of neuropsychiatric pathology. Perhaps the stron- 
gest evidence linking GABA to an illness is found in ep- 
ilessy, where pharmacological, biochemical, and ana- 
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tomical data support the involvement of the transmitter. 
Drugs that enhance GABA actions, which include the 
barbiturates and benzodiazepines, have proven efficacy 
as anticonvulsants (1). In contrast, agents that inhibit 
GABA responses, including bicuculline, picrotoxin, and 


. pentylenetetrazole, have prominent convulsant effects 


(2). Animal studies also suggest that in epileptic foci 
there is altered functioning of GABAergic interneurons 
(3), which leads to a loss of local inhibition and hy- 
perexcitable collections of neurons driving electrical ` 
seizure discharges. 

The evidence linking GABA to specific psychiatric 
disorders is less direct, but it appears that the GABA 
receptor complex is a major site of action of several 
psychoactive agents. Hypotheses based on the known 
pharmacology of benzodiazepines and barbiturates (4) 
have been generated regarding the role of the GABA 
system in anxiety disorders (S—9) and sedative-hyrp- 
notic abuse syndromes (10). Additionally, data suggest 
that alcohol exerts certain CNS effects through the 
GABA complex (11-13). These observations, coupled 
with the known cross-tolerance between alcohol and 
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sedative-hypnotics, have prompted theories regarding 
a role ror GABA receptors in the neurobiology of al- 
coholism (14). 

In addition to these disorders, there is evidence, al- 
beit at times indirect and circumstantial, linking the 
GABA system to Huntington’s chorea (15), tardive 
dyskinesia (16), depression (17), and schizophrenia 
(18). Although it is unlikely that GABA is the site of a 
primary defect in all of these disorders, molecular bi- 
ological studies have revealed a surprising level of re- 
ceptor complexity compatible with a role for this 
transmitter system in more than one disorder. As a 
result of combined biophysical and molecular biolog- 
ical studies, important insights into the structure and 
function of GABA receptors have been achieved. These 
insights have helped to define the role of GABA recep- 
tors in synaptic inhibition and the ion channel mech- 
anisms by which different neuropsychiatric drugs 
work. In this paper, we will describe the actions of 
GABA as a neurotransmitter and discuss the modula- 
tion of receptor function by different drugs. We will 
emphasize more recent studies of the structure and 
physioiogy of the receptor-ion channel complex and 
the relevance of these studies to psychiatry. 


GABA AS A NEUROTRANSMITTER 


GABA is thought to be the major inhibitory trans- 
mitter in the vertebrate CNS, being used by as many as 
40% of neurons (1). GABA is synthesized from L-glu- 
tamate by the enzyme glutamic acid decarboxylase 
(19). Glutamic acid decarboxylase has proven to be an 
important enzyme in studying the GABA system be- 
cause it is present only in neurons using GABA as a 
transmitter. The enzyme has been purified to homoge- 
neity and its regulation studied in detail. Studies using 
antibodies directed against glutamic acid decarboxyl- 
ase have revealed that GABA is primarily a transmitter 
of local inhibitory circuits throughout the CNS (20). 
This localization differs from catecholamines and se- 
rotonin, which are synthesized in discrete, diffusely 
projecting nuclei in the brainstem and midbrain (21). 
The local circuit actions of GABA put this transmitter 
in a unique position to alter rapidly the excitability of 
primary output neurons. In this way GABA is able to 
regulate the background tone of neural responsivity. In 
addition to its use in local circuits, there are two longer 
tracts that use GABA as a transmitter: the path from 
the striatum to the lateral globus pallidus and the tract 
from the cerebellar inferior olivary nucleus to the ves- 
tibular nucleus. 

In addition to being synthesized by neurons, GABA 
satisfies several other neurotransmitter criteria. The 
agent is released from neurons in a calcium-dependent 
fashion and interacts with specific classes of receptors 
to generate physiological responses. Exogenous appli- 
cations of GABA to neurons bearing these receptors 
mimic the actions of the native transmitter. Similarly, 
GABA antagonists block the actions of both exoge- 
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nously applied GABA and the native transmitter. The 
effects of GABA are terminated by high-affinity sodi- 
um-dependent uptake systems in nerve terminals and 
glia. In nerve terminals, GABA is ca-abolized to suc- 
cinic acid semialdehyde by the enzyme GABA trans- 
aminase. GABA transaminase, like the GABA syn- 
thetic enzyme glutamic acid decarboxylase, has been 
purified to homogeneity and its distribution in the 
CNS studied. However, unlike glutamic acid decar- 
boxylase, GABA transaminase is not localized to 
GABA-containing neurons and appears to serve the 
more general purpose of removing 2xcess GABA in 
various regions (21). 


GABA RECEPTORS 


GABA exerts its physiological acticns at two classes 
of receptors, designated GABA, and GABAg (22). 
These receptors can be distinguished pharmacclogi- 
cally and physiologically. GABA, receptors represent 
the minority of GABA sites in the vertebrate CNS and 
are activated by GABA and by the antispasticity agent 
baclofen but are insensitive to benzodiazepines or bar- 
biturates. Since GABA, receptors are thought to be a 
major site of action for sedatives and anxiclytic agents, 
we will focus on the properties of this class of receptors 
and not consider GABAg receptors further. 

At type A receptors, GABA promotes the direct 
opening of chloride-selective ion channels (23). In 
most neurons, electrochemical gradients drive the in- 
flux of chloride into neurons, thus hyperpolarizing the 
membrane and inhibiting cell firing. GABA, receptors 
are activated by GABA and the hallucinogen muscimol 
(24). These receptors are inhibited competitively by 
bicuculline and noncompetitively by a variety of 
agents, including picrotoxin, t-butylbicyzlophospho- 
rothionate, penicillin, pentylenetetrazole, and cthers 
(25). Interestingly, agents that inhibit GABA, function 
act as convulsants, presumably by mediating a decre- 
ment in GABA,-mediated inhibition. 

In addition to having sites for agonists and the in- 
hibitors already mentioned, the GABA, complex is 
also a site of action for potentiating compounds such 
as barbiturates, benzodiazepines, steroic anesthetics, 
and ethanol. These agents, acting by several distinct 
mechanisms, augment chloride currents that flow 
through the GABA, ion channel (4). Evidence now 
suggests that the GABA, complex may Le a primary 
site of the sedative-anxiolvtic effects of these agents in 
the CNS. Table 1 presents an overview of the physio- 
logical pharmacology of GABA, receptors. 

GABA activates chloride currents in a cose-depend- 
ent fashion. In most systems, the dose-response data 
yield a Hill coefficient of 2, which implies zhat opening 
of the chloride channels requires the cooperative inter- 
action of two molecules of agonist (26). GABA typi- 
cally activates physiological responses over low micro- 
molar concentrations with maximal responses near 
100 uM (27). In addition to this dose-dependent acti- 
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TABLE 1. lon Channel Pharmacology of GABA, Receptors 


Drug Site of Action 
Agonists 

GABA GABA binding site 

Muscimo! GABA binding site 
Inhibitors 

Bicuculline GABA binding site 

Picrotoxin t-Butylbicyclophosphorothionate 


binding site 


Diazepam-binding 
inhibitor 


Benzodiazepine binding site 


B-Substituted -y-buty- “y-Butyrolactone binding site, 


rolactones possibly 
Zinc or calcium ions Not known 
Phenothiazines Not known 


Tricyclic antidepres- t-Butyibicyclophosphorothionate 


sants binding site, possibly 
Potentiators 
Barbiturates t-Butyibicyclophosphorothionate 
binding site, possibly 
Benzodiazepines Benzodiazepine binding site 
Alcohol Benzodiazepine binding site, 
possibly 
a-Substituted y-buty- -y-Butyrolactone binding site, 
rolactones possibly 


vation, GABA, responses exhibit concentration-de- 
pendent desensitization. That is, in the presence of 
continued GABA administration, chloride currents are 
not maintained but gradually decrease. This fade in 
response occurs slowly over the course of seconds. The 
physiological importance of desensitization is uncer- 
tain, but the process may serve as a means of limiting 
GABA-mediated inhibition during periods of excessive 
transmitter release (28). 

A combination of biochemical and electrophysiolog- 
ical studies has allowed detailed examination of the 
mechanisms of different drugs affecting GABA, re- 
sponses. There are two broad classes of GABA-inhib- 
iting agents: the competitive antagonists, which act at 
the GABA binding site, and the noncompetitive antag- 
onists, which act at sites in the GABA-gated chloride 
channel. Bicuculline, an example of a competitive an- 
tagonist, competes with GABA for binding at the ag- 
onist recognition site but does not produce a physio- 
logical response. As a result, bicuculline decreases the 
apparent affinity of GABA for the receptor but does 
not alter the maximal GABA response (29). Thus, if 
increasing concentrations of GABA are applied with a 
fixed concentration of bicuculline, the inhibition can 
be overcome. In contrast, noncompetitive antagonists 
such as picrotoxin and t-butylbicyclophosphorothio- 
nate do not interfere with GABA binding; i.e., they do 
not alter the affinity of GABA for its recognition site 
but, rather, act at a separate locus to impede the flow 
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Mechanism 


Opens chloride selective ion 
channels 

Opens chloride channels; other 
mechanisms possible 


Competitive inhibition; de- 
creases affinity of GABA 

Noncompetitive inhibition; no 
effect on GABA affinity; de- 
creases flow of chloride ions 

Noncompetitive inhibitor; exact 
mechanism unknown; benzo- 
diazepine inverse agonist 


Mixed inhibitor 


Decreases affinity of GABA; 
calcium works intracellularly 

Noncompetitive inhibition; in- 
creases GABA desensitization 

Noncompetitive inhibition 


Prolongs chloride channel life- 
time 

Increases affinity of GABA; no 
effect on channel properties 

Increases flow of chloride ions; 
mechanism not known 

Increases frequency of chloride 
channel openings 


Clinical Effect 


Inhibitory neurotransmitter 


Hallucinogen 


Convulsant 

Convulsant 

Convulsant; anxiogenic; endoze- 
nous agent 

Convulsant 

Increases neural excitability, 
possibly 

Convulsant, possibly 

Convulsant, possibly 

Anticonvulsant; sedative; anxi- 
olytic 

Anticonvulsant; sedative; anxi- 
olytic 


Sedation 


Anticonvulsant 


of chloride ions through the channel. Picrotoxin, for 
example, decreases maximal GABA responses, a dec- 
rement that cannot be overcome by increasing concen- 
trations of agonist (30). The exact ion channel mech- 
anisms by which picrotoxin exerts its effects are 
unclear because the agent does not appear to be a sim- 
ple open channel blocker but, rather, may exert com- 
plex allosteric effects on the channel conformation 
(31). The actions of picrotoxin also exhibit use depen- 
dence, suggesting that the ion channel must open to 
allow the inhibitor access to its site of action. 

Both competitive and noncompetitive GABA antag- 
onists produce clinical convulsions. This observation 
has prompted hypotheses regarding the convulsant 
propensities of other medications and the prediction 
that drugs which inhibit GABA-gated chloride currents 
will exhibit epileptogenic properties (2). To the limited 
extent that this hypothesis has been tested, the predic- 
tion that GABA inhibitors act as convulsants has held 
up. Interestingly, both the tricyclic antidepressants (32, 
33) and the phenothiazines (34) exhibit dose-depend- 
ent GABA-inhibiting effects that may contribute to 
their convulsant side effect profiles. The mechanisms 
underlying the actions of the phenothiazines have been 
studied at the level of single ion channels. These agents 
are noncompetitive GABA antagonists and act by a 
complex mechanism that includes augmenting the rate 
of desensitization without affecting the open time of 
the chloride channel (35). Not all antipsychotics share 
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TABLE 2. Interactions of Drugs With the GABA-Benzodiazepine 
Receptor Complex 


Class of Agent Example Mechanism 

Agonist Diazepam Augments GABA-mediated 
inhibition 

Antagonist RO15-1788 Blocks benzodiazepine ag- 


onists; no direct effect 
on GABA responses 
Diazepam-binding Diminishes GABA-medi- 
inhibitor ated inhibition 


Inverse agonist 


this GABA-inhibiting property. For example, haloper- 
idol has no effect on GABA currents at concentrations 
up to 100 pM (34). In contrast, trifluoperazine is a 
relatively potent GABA-inhibitor, exerting effects at 
high nanomolar concentrations. The exact site of ac- 
tion for these effects is uncertain, but binding studies 
suggest that the antidepressants interact with the t-bu- 
tylbicyclophosphorothionate/picrotoxin site (33). Al- 
though the mechanism responsible for seizure genera- 
tion remains uncertain and is likely to involve complex 
interactions among neurotransmitter systems, the ef- 
fects of antipsychotics and antidepressants on GABA, 
ion channels warrant further investigation. 

Several classes of psychotropic medications are pos- 
itive modulators of GABA, responses. Both barbitu- 
rates and benzodiazepines interact with the GABA 
complex to augment chloride currents. Barbiturates, 
by binding to sites distinct from the GABA recognition 
site, increase the affinity of GABA for its receptor and, 
in some preparations, augment chloride currents pro- 
duced by saturating concentrations of GABA (36, 37). 
Barbiturates increase GABA responses by prolonging 
the length of time that chloride channels remain open. 
After treatment with barbiturates, the mean channel 
open time increases 4-5 times, without change in the 
single channel current amplitude. As a result, chloride 
flows through the GABA channel for a substantially 
longer time after the channel is exposed to barbiturates 
(4, 31, 38). Additionally, some barbiturates, particu- 
larly those used in anesthesia such as pentobarbital, 
actually open chloride channels in the absence of 
GABA (39). The exact site at which barbiturates exert 
their action remains controversial, but there is evi- 
dence that the receptor may be identical to or near the 
picrotoxin binding site (25). It has been observed that 
steroid hormone metabolites and anesthetic steroids 
such as alphaxalone have a mechanism of action sim- 
ilar to that of the barbiturates (40). The steroid hor- 
mones may represent endogenous modulators of 
GABA, inhibition. 

Benzodiazepines act on the GABA, receptor at sites 
distinct from those of barbiturates and GABA to alter 
GABA-mediated responses. It has become apparent 
that benzodiazepine receptors exhibit complex phar- 
macology (6, 7): these sites bind molecules that aug- 
ment, inhibit, or have no effect on GABA responses 
(see table 2). Current evidence suggests that benzodi- 
azepines act at two different receptor types, termed 
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type I and I, in the vertebrate CNS. Several agents, 
including CL 218872, quazepam, and zolpidem, have 
been used to distinguish these sites on the basis of 
binding affinities. Type I receptozs, which have a 
higher affinity for CL 218872, represent the predomi- 
nant benzodiazepine receptor in the CNS, but type H 
receptors are concentrated in the hippocampus, stria- 
tum, superior colliculus, and neocortex (41). Interest- 
ingly, CL 218872 exhibits effects in animals compati- 
ble with an anxiolytic action but is much less sedating 
than nonselective benzodiazepines such as diazepam 
(42). These results suggest that different benzodiaze- 
pine receptors, coupled to GABA; receptors, may be 
responsible for anxiolytic and sedative effects, raising 
the possibility that more selective psyckotherapeutic 
agents can be developed. 

A benzodiazepine binding site pharraacologically 
distinct from that associated with the GABA, receptor 
has also been described (43). This protein is found in 
the brain and peripheral tissues and is associated with 
mitochondria. The function of these peripheral-type 
receptors is unclear because a potent agonist for these 
sites (RO5-4864) is devoid of anxiolytic effects, despite 
clearly interacting with receptors in the CNS (44). 
However, insults to the brain, tumors, and chronic 
ethanol treatment increase the dersity of these sites 
(45, 46), suggesting that peripheral-type receptors may 
play a role in adaptive metabolic responses (43). Ad- 
ditionally, diazepam exhibits substantial affinity Zor 
peripheral-type receptors in the bra:n, raising the pos- 
sibility that these receptors may account for some CNS 
effects of the drug (42). 

The complex interactions of benzodiazepines with 
the GABA, receptor have led to the concepts of recep- 
tor agonists, antagonists, and inverse agonists (6, 7, 
47). Benzodiazepine agonists include the commonly 
used anxiolytics such as diazepam and chlordiazepox- 
ide. These drugs augment GABA-mediated inhibition 
by increasing the affinity of GABA for its receptor. 
Benzodiazepines do not directly alter the properties of 
the chloride channel but, rather, enhance the ability of 
GABA to open the channel (4). As a result, the degree 
of effect of a benzodiazepine on a GABA response de- 
pends on the concentration of GABA. At low GABA 
concentrations, benzodiazepines produce a marked ef- 
fect. At saturating agonist concentrations, benzodiaz- 
epines have no enhancing effect (48). This interesting 
property imparts a possible regional selectivity to the 
action of benzodiazepines. Whether benzodiazepines 
alter GABA-mediated synaptic inhibition depends on 
the native affinity of the receptor for GABA and on the 
amount of transmitter releasec at a synapse. Highly 
efficient synapses that may work at near saturation will 
be little affected, whereas other synapses exposed to 
lower GABA concentrations will be greatly enhanced. 
The lack of effect on maximal GABA responses may, in 
part, account for the lower toxicity of benzodiazepines 
compared with barbiturates in overdose cases. 

The GABA-enhancing effects of benzodiazepine ago- 
nists can be blocked by antagonists such as RO15-1788 
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(49). These antagonists do not alter GABA responses 
themselves but block the actions of benzodiazepine ago- 
nists and inverse agonists. The inverse agonists have the 
opposite effect of agonists, decreasing GABA-mediated 
chloride responses. Diazepam-binding inhibitor may be 
an example of an endogenous benzodiazepine inverse ag- 
onist because this 104-amino-acid peptide interacts with 
benzodiazepine sites and blocks GABA-gated responses 
(22, 50). Diazepam-b:nding inhibitor has anxiogenic 
properties in vivo, an observation consistent with a 
role as an inverse agonist. To date, endogenous ago- 
nists for benzodiazepine receptors have not been iden- 
tified (51). 

Benzodiazepine agonists have proven useful as sed- 
atives and in the treatment of anticipatory and gener- 
alized anxiety. The benzodiazepine antagonists and in- 
verse agonists are being examined for potential clinical 
utility as antidotes in intoxication syndromes and as 
cognitive enhancers, respectively. Interestingly, studies 
using benzodiazepine antagonists have suggested that 
the benzodiazepine receptor may be a primary site for 
the sedative and intoxicating actions of alcohol. Alco- 
hol augments GABA-mediated chloride responses (11, 
12), and the benzodiazepine antagonists RO15-4513 
and RO19-4603 reverse signs of alcohol intoxication 
in animals (52, 53). The interaction between ethanol 
and benzodiazepine binding site ligands is complex 
($4), and this complexity may reflect the multiplicity of 
GABA, receptor subtypes. 

To complicate further the pharmacology of the 
GABA-receptor complex, the existence of additional 
regulatory sites has been suggested. The substituted 
y-butyrolactones are convulsant and anticonvulsant 
molecules that alter GABA currents by binding to a site 
which appears to be d:fferent from the benzodiazepine 
or barbiturate sites (55—57). Additionally, the GABA 
complex can be regulated by physiological concentra- 
tions of divalent cations such as zinc and calcium (58, 
59). The exact mode of action of these divalent cations 
is uncertain, but both diminish the affinity of GABA 
for its receptor (29, 58). The actions of calcium are 
exerted through an intracellular locus (59), suggesting 
a means by which GABA, inhibition can be modulated 
endogenously. 


STRUCTURE OF GABA, RECEPTORS: BIOPHYSICAL 
STUDIES 


Given the complex pharmacology of GABA recep- 
tors, a major question concerns how drugs interact 
with the receptor structure to alter its function. Within 
the past several years, considerable effort has been ex- 
pended in understanding these issues and, as a result of 
a combination of mer-brane biophysics and molecular 
biology, a detailed view of the receptor achieved. 

In an elegant series of studies conducted in cultured 
spinal cord neurons, Hamill et al. (23) and Bormann et 
al. (60) used voltage-clamp and single-channel record- 
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ing techniques to define the electrical characteristics of 
the GABA-chloride channel. To examine the relative 
permeabilities of anions and estimate the size of the 
channel pore, these investigators substituted other an- 
ions for chloride; these anions ranged in hydrated size 
from thiocyanate (smallest) to isethionate (largest). On 
the basis of their observations, the GABA channel is 
estimated to be about 6 A in diameter. This observa- 
tion has important consequences for the structure of 
the protein constituting the channel. If GABA recep- 
tors, like other membrane-spanning proteins, are com- 
posed of a-helices, each with an average diameter of 
about 8.4A, a pore size of 6A predicts that the channel 
is formed by five a-helices. 

Bormann et al. (60) were also concerned with how 
GABA channels establish selectivity for chloride over 
other ions present in physiological solutions. A pore of 
6A is too large to select among chloride, sodium, po- 
tassium, and calcium on the basis of ion size alone. 
Using studies of relative permeability and conductance 
(a measure of the ease with which ions traverse a chan- 
nel), Bormann et al. (60) determined that anions must 
interact with the channel walls in at least two sites to 
establish the selectivity observed. By binding to sites 
within the channel, chloride ions line the channel and 
occlude the flow of other ions through the channel. 
These observations predict that within the GABA 
channel there are at least two sites where positive 
charges are clustered. It is at these sites of positive 
charge that anions interact to establish selectivity. 
These sites are also where drugs are likely to interact 
with the complex. 


STRUCTURE OF GABA, RECEPTORS: MOLECULAR 
BIOLOGY 


Biophysical studies (60) place two constraints on the 
structure of GABA, channels: 1) the channels are 
formed by a pentameric protein and 2) the channels 
are not simply water-filled pores but, rather, contain 
binding sites for anions traversing the channel. Within 
the past 3 years the cloning and sequencing of GABA, 
receptor subunits have allowed these predictions to be 
examined at the structural level. 

Early biochemical studies demonstrated purification 
of the GABA, complex by using solubilization in zwit- 
terionic detergents and retrieval on benzodiazepine af- 
finity columns (61). The purified receptors retained 
many of the characteristics of native GABA, receptors, 
including high-affinity binding sites for GABA/musci- 
mol, benzodiazepines, and picrotoxin/t-butylbicyclo- 
phosphorothionate (62). The maintenance of the pi- 
crotoxin site required the presence of phospholipid in 
the detergent solution, suggesting that it may be asso- 
ciated with membrane lipid (61, 63). The GABA, re- 
ceptor was found to be an acidic glycoprotein with a 
minimum size of 240-290 kilodaltons (kD), consisting 
of at least two subunits, a and B, of 50-60 kD each. 
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The results of these protein chemistry studies suggest a 
mature receptor of no fewer than four and no more 
than six subunits. Photoaffinity labeling using fluni- 
trazepam for benzodiazepine sites and muscimol for 
the GABA binding sites (64-66) suggested that the 
benzodiazepine receptor was associated with the 
a-subunit (63) and that the GABA site was associated 
with the B-subunit. 

A major advance in the biochemical understanding 
of the GABA, complex came when a group of inves- 
tigators headed by Eric Barnard and Peter Seeburg 
used receptor purified from bovine cerebral cortex to 
obtain partial amino acid sequences (67). These inves- 
tigators constructed short synthetic DNA probes on 
the basis of the amino acid sequence. These probes 
were used to screen bovine and calf complementary 
DNA libraries and isolate clones containing the entire 
receptor coding region. From these complementary 
DNAs, the complete primary amino acid sequences of 
the GABA, a- and B-subunits were deduced. Analysis 
of the deduced amino acid sequences indicated that 
both subunits have four putative membrane-spanning 
regions of 20—30 hydrophobic amino acids. Each sub- 
unit is thought to traverse the membrane four times; 
the hydrophobic regions are positioned in the lipid bi- 
layer of the cell membrane. This predicted structural 
feature is shared with nicotinic acetylcholine and gly- 
cine receptor subunits but differs from G-protein cou- 
pled receptors, which have seven transmembrane- 
spanning regions (68, 69). 

GABA, receptors share other structural features 
with nicotinic receptors. Overall there is 15%—20% 
sequence similarity between the GABA subunits and 
nicotinic receptor subunits. The first transmembrane- 
spanning region of GABA, receptor subunits shows 
34% similarity in amino acid sequence with nicotinic 
receptor subunits, strongly suggestive of subunit ho- 
mology. GABA, and nicotinic receptors are predicted 
to have an extracellular protein loop formed by disul- 
fide bonds between precisely conserved cysteine mole- 
cules (positions 139 and 153 of the GABA receptor 
a-subunit). This loop may be important for the bind- 
ing of various drugs to the complex and for imparting 
the change in receptor structure that allows chloride 
channels to open and close. Both GABA and nicotinic 
receptor subunits are glycoproteins with sites for the 
addition of extracellular sugar residues. The B-subunit 
also contains a consensus site for intracellular phos- 
phorylation by cAMP-dependent protein kinase. Both 
the amino and carboxy ends of the GABA, receptor 
are predicted to be extracellular (70). The structural 
similarities of GABAg, nicotinic, and glycine receptors 
have led to the hypothesis that they constitute a gene 
“superfamily” of ligand-gated receptors which evolved 
from 2 common ancestral predecessor. A model for the 
GABA, receptor subunits is shown in figure 1. 

The biochemical features of GABA, subunits just 
described are interesting but do not demonstrate that 
the subunits form a functioning receptor protein. This 
proof came from experiments using a- and §-subunit 
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FIGURE 1. Model for the GABA, Receptor Subuni-s? 
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* This diagram of a GABA, receptor subunit shows four membrane- 
spanning regions. The figure depicts the amino ack backbone of a 
receptor subunit (dark line) wizh both the amino 'H,N) and car- 
boxy (COOH) termini in the 2xtracellular space. On the amino 
terminal portion of the molecule are sights for glycosylation 
(branches). A disulfide bridge between paired cysteine (C) residues 
produces an extracellular loop in the molecule. The hydrophobic 
regions of the protein span the membrane four timas (cylinders). At 
the extracellular and intracelluler sides of the prote-n are collections 
of positively charged amino ac:ds (+), which provide sites for in- 
teraction with chloride ions as they traverse the channel. On the 
intracellular loop between the third and fourth transmembrane- 
spanning regions of the B- and y2-subunits is a consensus site for 
phosphorylation (P) by cAMP-dependent protein xinase. 


mRNAs expressed in Xenopus oocytes. These frog 
eggs do not normally express receptors fcr most trans- 
mitters, but when injected with appropriate mRNA 
they have the machinery to produce functioning recep- 
tor-channel proteins. Initial experiments with injection 
of a- and B-subunit mRNAs into Xen=pus oocytes 
demonstrated that the suk units form a receptor-chan- 
nel complex which is activated by GABA and is selec- 
tively permeable to chloride ions (67, 71). Currents 
gated by these expressed receptors were cugmented by 
barbiturates and inhibited by bicucullire and picro- 
toxin. Reconstitution of benzodiazepine responses 
proved more elusive because simple expression of a- 
and §-subunits alone or ir combination gave inconsis- 
tent results (67, 71—73). 

Recently, the existence of additional GABA, sub- ’ 
units has been reported (74). Cne subunit, designated 
y2, appears to be critical for the express.on of benzo- 
diazepine sensitivity. Reliable benzodiazepine binding 
and physiological responses are obtained only when 
this subunit is coexpressed with a- ard B-subunits 
(75). From these experiments it appears likely that the 
functioning GABA-benzodiazepine receptor complex 
is composed of a-, B-, and y-subunits in an as yet 
undetermined stoichiometry. It is currently unclear 
whether the benzodiazepime binding site & restricted to 
the y2-subunit, but initial biochemical szudies report- 
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ing photoaffinity-labeled benzodiazepine binding to 
a-subunits would have overlooked the y2-subunit. 

Other cloning experiments have revealed the exist- 
ence of multiple subtypes of the a-, B-, and y-subunits 
and the existence of other structurally related subunits 
(76, 77). Present evidence indicates that there are at 
least six different a-subunits (01-06), three B-subunits 
(61-83), two y-subunits, a 8-subunit, and an e-subunit 
expressed in the vertebrate nervous system (78, 79). 
The different a-subunits alter receptor affinity for 
GABA when expressed with the B1-subunit. a1 yields 
a high-affinity receptor and is the most abundant 
GABA receptor o-sutunit mRNA in neocortex, hip- 
pocampus, and cerebellum. «2 produces a lower-af- 
finity receptor that is the least common a-subunit 
mRNA in these areas. The «3-subunit results in the 
lowest receptor affinity for GABA. Expression of a3 
appears to be developmentally regulated: mRNA 
expression is prominent 12 days postnatally in cere- 
bellum but declines subsequently (80). Of considerable 
interest for psychiatry is the observation that hetero- 
geneity among a-subunits may determine the diversity 
of benzodiazepine pharmacology in different regions 
of the nervous system (81). The a3-subunit, when ex- 
pressed with B1- and y2-subunits, gives a much greater 
potentiation of GABA responses by benzodiazepines 
than either the a2- or a3-subunits. Expression of a2- 
and o3-subunits with B1- and y2-subunits produces 
receptors with pharmacological profiles similar to type 
II benzodiazepine receptors, and a1-containing recep- 
ters exhibit type I pharmacology (81). Recent data us- 
ing expression of a5-, B3-, and y2-subunits suggest 
that benzodiazepine pharmacology may be even more 
complex (82). This receptor has binding characteristics 
similar to those of type II benzodiazepine receptors but 
has a markedly lower affinity for zolpidem and CL 
218872 than other type II receptors. These studies sug- 
gest that type II benzodiazepine receptors are likely to 
be heterogeneous and that receptor subunit composi- 
tion may play an important role in determining re- 
gional differences in benzodiazepine sensitivity. 

A model of GABA, receptor structure and function 
can be proposed from the combination of molecular 
biological and biophysical studies (see figure 2). The 
receptor is likely a pentamer comprising a-, B-, and 
y-subunits, each of which is a glycoprotein with four 
transmembrane-spanning regions. The final functional 
properties of the receptor, including agonist affinity, 
conductance, rate of desensitization, and benzodiaze- 
pine sensitivity, are determined by the different sub- 
units constituting the receptor (83). Structural homol- 
ogy between nicotinic receptor subunits and GABA, 
receptor subunits suggests that each GABA, subunit is 
likely to contribute a single transmembrane segment to 
the ion channel. The ion channel is selective for chlo- 
ride under physiological conditions, and this selectivity 
results from clusters of positive charges within the 
channel lining with which negatively charged chloride 
ions interact. Structural studies reveal two such areas 
of positive charge coinciding with the predictions of 
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FIGURE 2. Model of the GABA-Benzodiazepine Receptor Complex* 
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*Current data suggest a pentameric protein composed of a-, B-, and 
y-subunits; the proposed arrangement of subunits is arbitrary. 
There are two sites for GABA binding (on the ®-subunits) anc a 
single site for benzodiazepine (BDZ) binding (depicted on the y2- 
subunit). Homology between the GABA, receptor and the nicotinic 
acetylcholine receptor suggests that the chloride ion channel is 
formed by contributions from each subunit. 


biophysicists. Fixed hydroxyl groups within the first 
and second transmembrane-spanning regions are likely 
to maintain the water content of the channel and strip 
the waters of hydration from chloride ions as they 
traverse the channel (70). 

Several features of GABA, structure and function 
are less certain. At present, the role of extracellular 
glycosylation in ion channel physiology is unclear, but 
experiments using the glycosylation inhibitor tuni- 
camycin suggest that these sites may be important for 
imparting the proper tertiary structure for passing ions 
(84). Additionally, the role of the intracellular phos- 
phorylation sites on the B- and y-subunits is unclear. 
Experiments using patch clamp techniques suggest that 
these sites may be important in maintaining long-term 
integrity of responses and that phosphorylation may 
be a means of regulating the function of the complex 
by other neurotransmitters and second messengers (85, 
86). Further support for this idea comes from studies 
demonstrating that both cAMP-dependent protein 
kinase and protein kinase C are capable of phosphcr- 
ylating purified GABA, B-subunits (87, 88). Other ev- 
idence indicates that the a-subunits can be phospher- 
ylated by a receptor-associated protein kinase (89). 
Finally, analogues of cAMP have been shown to mod- 
ulate GABA, responses in cultured hippocampal neu- 
rons (90), providing some evidence for a functional 
consequence of phosphorylation. 

It must be emphasized that the current view of the 
GABA, complex is hypothetical and based on known 
biophysics and structure. However, the availability of 
structural maps complemented by site-directed muta- 
genesis experiments will allow the proposed model to 
be examined directly. Similar site-directed experiments 
with cloned nicotinic acetylcholine receptors have pro- 
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vided insights into the mechanisms of channel action 
and modulation by various drugs (91). 


GABA, RECEPTORS AND PSYCHIATRY 


In the late 1970s, after several studies had linked 
benzodiazepines to specific receptors in the CNS, it 
was believed that psychiatry would embark on a new 
age in drug therapy (92). It was hoped that insights 
into the chemistry of benzodiazepine receptors would 
shed light on the mechanism of action of this class of 
drugs and ultimately on the pathophysiology of anxi- 
ety disorders. The receptor story has evolved a great 
deal in the last 15 years, and the sites of action and 
cellular mechanisms of benzodiazepines and barbitu- 
rates are much better understood. Unfortunately, the 
pathophysiology of anxiety remains less well defined. 
The prominent actions of sedative-hypnotics on the 
GABA, complex make these proteins leading candi- 
dates for sites of pathology in anxiety states. What is 
less certain is whether these receptors play a role in 
generalized or “free floating” anxiety or whether they 
are involved in panic attacks, phobias, or other symp- 
toms accompanying anxiety disorders. The fact that 
alcohol, benzodiazepines, and barbiturates all affect 
the GABA complex but only high doses of benzodiaz- 
epines have proven effective in the treatment of panic 
attacks suggests a role for GABA in generalized anxi- 
ety and level of arousal (93). 

Support for a role of GABA-benzodiazepine recep- 
tors in generalized anxiety comes not only from the 
actions of anxiolytics but also from the actions of 
benzodiazepine inverse agonists. These agents, which 
include B-carboline derivatives and the endogenous 
peptide diazepam-binding inhibitor, have intrinsic 
pharmacological properties that are the opposite of 
those of clinically used benzodiazepines (9). These 
agents produce “anxiogenic” effects in animals—signs 
of behavioral agitation as well as increases in heart 
rate, blood pressure, and stress hormones (7). These 
effects can be blocked or reversed by anxiolytic ben- 
zodiazepines. Administration of a B-carboline deriva- 
tive to human volunteers was similarly accompanied 
by symptoms of anxiety and elevations of heart rate, 
blood pressure, and plasma cortisol (94). 

It is unlikely that GABA, receptors represent the 
only transmitter system involved in the pathophysiol- 
ogy of anxiety. Considerable evidence suggests a role 
for the noradrenergic system (6) as well as a number of 
peptides and hormones (7). However, the ubiquity of 
GABA receptors in the CNS and the known interac- 
tions among various transmitter systems make this an 
attractive system through which symptoms can be ma- 
nipulated pharmacologically. 

The GABA-enhancing actions of alcohol and seda- 
tive-hypnotics make this complex a candidate for in- 
volvement in the pathophysiology of certain forms of 
substance abuse (12, 95). At the minimum, features 
such as drug tolerance and withdrawal are likely to be 
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understood in terms of changes in the flow of ions 
through GABA, channels. Tolerance and withdrawal 
are major concerns regarcing benzodiazepine admin- 
istration, although these drugs clearly hav2 a superior 
therapeutic index compared with barbiturztes. One in- 
teresting theory regarding withdrawal is zhat contin- 
ued administration of benzodiazepine agonists and 
inverse agonists is associazed with a change in recep- 
tor-ionophore coupling (95-98). The effect, described 
as a “withdrawal shift,” is an increase in the intrinsic 
properties of inverse agonists and a decrease in the 
properties of agonists. Other evidence suggests a 
down-regulation of GABA, receptors duzing the con- 
tinued administration of alcohol and benzodiazepines 
to animals (99, 100) and a compensatory hyperexcit- 
able state on withdrawal cf the drugs (99, 101). Func- 
tional effects of chronic ethanol exposure on GABA- 
mediated chloride flux have also been reported (13). In 
these studies, chronic ethanol administration produced 
a decrease in muscimol- and pentobarbite]-stimulated 
chloride uptake by rat synaptoneurosomes. Addition- 
ally, the ability of ethanol to potentiate GABA re- 
sponses was lost, suggesting that drug tolerance in- 
volves functional changes in the receptor-channel 
complex. The changes in receptor function were re- 
versible on discontinuation of ethanol. These observa- 
tions have important implications for understanding 
the pathophysiology of withdrawal states and suggest 
that subsensitivity of GABA, receptors may be respon- 
sible for some symptoms. Similar functional changes in 
chloride flux have alsc been reported following 
chronic exposure to benzodiazepines (102), suggesting 
that the functional mechanisms of tolerance may be 
similar to those seen with alcohol. 

A related but unanswered question concerns 
whether differences in the GABA, complex among in- 
dividuals play a genetic role in the selection of alcohol 
or sedatives as preferred drugs of abuse. Just as some 
individuals have a genetic-metabolic inability to toler- 
ate alcohol (103), other individuals may select these 
drugs because of differences in their nzuroreceptors 
and the related effects on the nervous system. Several 
reports have documented differences in etaanol-benzo- 
diazepine sensitivity in genetically inbred strains of an- 
imals (14). These studies provide tentative support for 
the hypothesis that diffezences in CNS function and 
receptors may underlie differences in drug preference 
and effects on given individuals. Studies in humans 
also suggest familial differences in the effects of alcohol 
(104). 

The role of GABA, receptors in other psychiatric 
disorders is less clear. The complex re-ationship be- 
tween depression and anxiety suggests £ role for the 
receptor in depression, although respons2 to standard 
benzodiazepine therapy is difficult to distinguish from 
placebo in clinical trials (105). An alternative to phar- 
macological methods of considering reczptor involve- 
ment in psychiatric disorders is to consider receptor 
subunits as candidate genes for psychiazric disorders 
with a substantial genetic component. Polymorphisms 
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for receptor subunits and flanking markers can be 
linked to particular disorders in human pedigrees. This 
work is facilitated by mapping the chromosomal loca- 
tion of subunit genes. Current work indicates that the 
GABA ai-subunit maps to human chromosome 5q34- 
35, the a2- and B1-subunits to 4p12-13, and the a3- 
subunit to Xq28 (106). Interestingly, this X-chromo- 
some region has been linked to a form of bipolar 
affective disorder (107), raising the possibility that the 
a3-subunit gene could be involved in certain forms of 
the disorder. Other workers (108) reported linkage be- 
tween a polymorphism in the human coagulation Fac- 
tor 9 locus (Xq27) and bipolar affective disorder. The 
maximal lod score was attained 11 centimorgans from 
the Factor 9 locus, a genetic distance compatible with 
a role for the «3 gene in the disorder in these families. 
Uncertainty about the chromosomal location of the 
disease locus in these families, either toward the cen- 
tromere, which would be away from the a3 gene, or 
toward the telomere, which could be close to the a3 
gene, makes the relationship less clear. If linkage be- 
tween the a3-subunit and bipolar disorder can be dem- 
onstrated and, even more important, replicated, sub- 
sequent efforts would be aimed at defining possible 
molecular pathology of the a3-subunit at the single 
base level. 


FUTURE DIRECTIONS 


The exciting possibilities coming from the current 
studies are that future understanding of disease states, 
drug effects, and therapeutic successes and failures 
may be expressed in terms of differences in the struc- 
ture and function of specific receptors and their asso- 
ciated ion channels (1099). Furthermore, the ability to 
describe the molecular function of receptor subtypes 
by expressing the protein in heterologous systems such 
as frog eggs or transfected cells offers the ability to 
tailor drug specificity by developing agents directed 
against a given receptor subtype (110). One example 
of the power of this approach is seen in observations 
regarding the location (111) and subunit composition 
of type I and type II benzodiazepine receptors (81, 82). 
These observations, coupled with earlier suggestions 
that type I receptors mediate anxiolytic but not seda- 
tive effects of benzodiazepines (42), raise the possibil- 
ity that receptor-speciiic therapeutic agents will be de- 
veloped and perhaps exhibit more favorable side effect 
profiles. Already, a type-II-selective benzodiazepine, 
quazepam, has been marketed as a hypnotic agent. 
Receptor-specific benzodiazepine partial agonists and 
antagonists represent other classes of drugs with po- 
tential clinical utility. Current data indicate that the 
partial agonists have anxiolytic effects but diminished 
liability for dependence (112). The antagonists have 
been shown to block the effects of benzodiazepines and 
alcohol (52) and may prove useful in reversing drug 
action in anesthetic and overdose situations (113, 
114). 
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Better definition of the structural elements responsi- 
ble for drug binding should help in efforts to design 
more specific therapeutic agents. These developments 
will be enhanced by elucidation of secondary and ter- 
tiary protein structure as might be provided by X-ray 
crystallographic studies. Other studies using site-di- 
rected mutagenesis should provide insights into key 
areas of the receptor-channel complex that can be 
modified pharmacologically. It remains to be seen how 
different subunit composition in various regions of the 
nervous system alters the gating properties of the 
GABA, complex. 

The current GABA studies also have important im- 
plications for the understanding of how neurotrans- 
mitter systems may be involved in illness. Simple no- 
tions of increases or decreases in transmitter levels, 
metabolites, or receptors in a disease state will need to 
be tempered by an understanding of how such changes 
may affect each of the receptor subtypes in a given 
region. It is possible that specific disorders may reflect 
abnormalities of only a single receptor subtype. Thus, 
crude measurements of transmitter levels offer little 
hope of shedding light on pathophysiology. In addi- 
tion, molecular genetic studies offer the opportunity of 
directly considering receptor subunit gene involvement 
in psychiatric disorders. It is also clear from current 
molecular studies that diversity in receptor subtype is 
not limited to the GABA, system but is a feature 
shared by most transmitter systems. The exciting work 
described in this review provides a glimpse of tech- 
niques that promise to improve understanding of psy- 
chiatric disorders and their treatment. 
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Regular Articles 


Persistence and Remission of Depressive Symptoms 
in Late Life 


Gary J. Kennedy, M.D., Howard R. Kelman, Ph.D., and Cynthia Thomas, Ph.D. 


Objective: The relation of poor health to the onset of depressive symptoms in late life is 
well recognized, but little attention has been given to characteristics that might predict 
persistence or remission of depressive symptoms. In previous analyses the authors found that 
increasing disability and declining health preceded the emergence of depressive symptoms in 
older community residents and accounted for 70% of the variance explained by discriminant 
analyses. The aim of the present analysis was to examine the relevance of changes in health 
and disability to the persistence of depressive symptoms. Method: A representative sample of 
1,855 adulis aged 65 or older were assessed with the Center for Epidemiologic Studies 
Depression Scale at baseline. Twenty-four months later, 1,577 individuals were available for 
a second assessment of depressive symptoms. The characteristics of the 97 community res- 
idents whose depressive symptoms persisted over 24 months were compared to those of the 
114 whose symptoms remitted. Results: Changes in health, differences in age, sleep distur- 
bance, and added formal support services accounted for more than 30% of the variance 
between the persistently depressed and remission groups. Advanced age and worsening 
health were associated with persistent symptoms, improved health with remission. Conclu- 
sions: Previous studies have indicated that untoward changes in health and disability play a 
major role in the onset of depressive symptoms. These findings show a substantial contri- 


bution to chronicity as well. 
(Am J Psychiatry 1991; 148:174-178) 


D espite extensive epidemiologic study, informa- 

tion regarding the course, characteristics, preva- 
lence, and consequences of depressive disorders in late 
life remains problematic (1-4). This is particularly 
troubling if our mental health policy is to maintain 
older persons in the community and delay or avoid 
residence in nursing facilities (5). Depressive symp- 
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toms, in additicn to cognitive impairment and disability, 
are distinguishing characteristics of older community res- 
idents who enter nursing homes (6). Unfortunately, con- 
ventional mental health care that might lessen depres- 
sion is neither acceptable nor accessible to most older 
adults who might benefit from it (7-10). Without a 
better understanding of the dynamics and determi- 
nants of depressive symptoms in the elderly, both psy- 
chiatric nosology and mental health delivery systems 
will remain far from ideal. 

In previous cross-sectional analyses of a repre- 
sentative sample of older adults (11), we found that 
17% of 1,855 community respondents were depressed 
according to the criteria of the Center for Epidemio- 
logic Studies Depression Scale (CES-D) (12). Poor 
health and disability explained 35% of the total vari- 
ance and outranked demographic, social support, and 
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life event characteristics in their association with de- 
pressive symptoms. We recently reported other find- 
ings from longitudinal analyses of this same sample 
(13). Significant levels of depressive symptoms emerged 
24 months after baseline in 9% of the individuals who 
were not initially depressed. Unlike other investigators 
(14-18), we found that the number of medical condi- 
tions, availability of social support, recent undesirable 
life events, and demographic characteristics, including 
age, contributed little in distinguishing those with 
emerging symptoms from those who remained symp- 
tom free. However, increasing disability and declining 
health preceded the emergence of depressive symptoms 
in many subjects and accounted for 70% of the vari- 
ance explained by discriminant analyses. The aim of 
the present analysis was to determine the relevance of 
changes in health and disability to the persistence of 
depressive symptoms. Ultimately we seek to identify 
the determinants of both the onset and course of late- 
life depressive symptoms and to determine the contri- 
bution of depressive symptoms to an older, person’s 
loss of independence. 


METHOD 
Respondents 


Our initial respondents were 1,855 elderly persons 
selected randomly from a representative sample of 
Medicare recipients residing in a Bronx community. 
Between 1984 and 1988, a structured interview was 
conducted with each respondent every 6 months after 
a comprehensive baseline interview to monitor change 
in health status and social circumstances. The CES-D 
was administered at the baseline comprehensive inter- 
view and at the 24-month structured interview. Of the 
initial 1,855 respondents, 278 (15.0%) were not avail- 
able for the 24-month CES-D assessment because of 
death, dropping out, or incapacity. Baseline and 24- 
month CES-D scores were therefore available for 1,577 
individuals. 


Variables 


The initial selection of independent variables was 
based on findings from our previous studies (6, 11, 13, 
19, 20) and those of others (14-18). The categories of 
variables included health and disability, opportunities 
for companionship, sociodemographic characteristics, 
social support, life events, and treatment characteris- 
tics that might influence the course of depression, spe- 
cifically the use of psychotropic medications and visits 
to mental health specialists. 

The CES-D (12) is a series of 20 questions that elicit 
the frequency of depressive symptoms in the 2 weeks 
before administration. It correlates well with longer 
self-report scales (SCL-90) and clinician interview rat- 
ings (Hamilton Rating Scale for Depression, Raskin 
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Depression Scale) (21). Although age and gender shew 
measurable effects on interitem correlations, overall 
the CES-D assesses a comparable dimension of depres- 
sion in both men and women, young and old (21). Tae 
scale ranges from 0 to 60, and respondents who score 
16 or higher meet the conventional criteria for a sub- 
stantial level of depressive symptoms. One-third cf the 
individuals who score 16 or higher have been found to ` 
meet research diagnostic criteria for a major depressive 
disorder, and fewer than 5% who score less than 16 
meet those diagnostic criteria (12}. Thus, in classifying 
respondents as depressed, the CES-D species a level of 
symptoms that predicts rather than confirms the bres- 
ence of a depressive disorder (17, 22). 


Measurement of Variation and Change 


To control for potential random variations in the 
CES-D scores above or below 16 during the period 
from baseline to 24 months, we defined remission as a 
24-month score that was both below the 16-point 
threshold for depression and 5 points or more (0.5 
standard deviation) below the baseline score. This pro- 
cedure ensured a more restricted estimate of remission 
and reduced the number of individuals classified as 
having remissions by six. Measures of change in in- 
come, number of medical conditions, number of prob- 
lems with activities of daily living, and number ot for- 
mal support services were statistically controlled for 
baseline levels by regression to the mean and by incor- 
porating a residual value as the measure for analysis. 
The number of undesirable life events other than ill- 
ness (as defined by the respondent), repcrts of wors- 
ened health, and episodes of serious illness recorded at 
the 24-month interview were analyzed without modi- 
fication, since they were not compared with baseline 
values. 


Statistical Analyses 


The significance of univariate differences between 
the persistence and remission groups was evaluated 
with Student-Newman-Keuls tests for continuous var- 
iables and chi-square analysis for the variables that 
were dichotomous. Stepwise discrimineat function 
analyses were used to identify the multivariate set of 
characteristics that distinguished the persistently de- 
pressed from the remission group (23). We estimated 
the degree of the association between an independent 
variable and a dependent variable, simultaneously con- 
trolling for other variables in the discriminant set, with 
the standardized canonical coefficient. The cumulative 
explanatory power (size of cortribution to the vari- 
ance) of characteristics making up the set was esti- 
mated with the average squared canonical correlation 
(24). Only the variables in the discriminant set that 
were statistically significant or added 1% or more to 
the average squared canonical correlation were consid- 
ered important. 

In summary, we applied criteria to remove cases in 
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TABLE 1. Characteristics of Depressed Elderly Community Residents Whose Symptoms Persisted or Remitted During 24-Month Fol- 


low-Up 
Characteristic Symptoms Persisted (N=97) 
(at follow-up unless ee ee ey 
stated otherwise) N %? Mean SD 
Male 15 15.4 _ — 
Age (years) — — 77.5 TZ 
Married 26 26.8 — — 
Living with spouse 20 20.5 — — 
Jewish 63 64.9 — — 
Catholic 27 27.8 — — 
Annual income (dollars) 

Baseline — — 10,222 11,098 

Change — — —206 1,553 
Number of medical con- 

ditions 

Baseline — — 3.3 2.1 

Change — — +0.1 0.5 
Fair to poor health 69 71.8 — — 
Worsening health 52 53.6 — — 
Serious illness 36 38.7 — — 
Improved health 4 41 — — 
Number of problems 

with activities of daily 

living 

Baseline — — 1.2 1.9 

Change — — +0.9 1.9 
Added formal support 

services — — 0.2 1.1 
Vision or hearing impair- 

ment 67 69.0 — — 
Sleep disturbance 

Baseline 88 913 — — 

24 months 80 85.5 -— — 
Psychotropic medication 20 20.6 — — 
Mental health visits 8 8.2 — — 


Symptoms Remitted (N=114) 


N % Mean SD Significant Difference 
24 210 — — — 

— — 74.0 5.7 t=4.190, df=219, p=0.001 
34 298 — — — 

37 34.3 — — — 

57 500 — = x2=4.16, df=1, p=0.03 

41 35.9 — — — 

— — 9577 6,009 — 

— = —64 1,008 — 

— — 2.8 1.6 — 

— — +0.1 0.5 — 

78 68.4 — — — 

16 140 — a x2=37.66, df=1, p=0.0001 
233 201 — Z x7=8,63, df=1, p=0.003 
26 22.8 — — x?=13.94, df=1, p=0.0001 
— — 1.1 1.8 — 

— — —0.2 1.7 — 

— — 0.0 0.9 — 

78 68.4 — — — 

91 80.0 — — x°=3.75, df=1, p=0.05 

73 64 — se \2=8.78, df=1, p=0.003 
32 280 — — — 

13 11.4 — — — 


"Data not available for all subjects on some items, so number on which percents were based varies. 


which changes in CES-D scores over time were statis- 
tically insignificant and generated a discriminant anal- 
ysis using respondent characteristics that we hypothe- 
sized would distinguish the persistence and remission 
groups. The persistence and remission groups were ex- 
amined not only in relation to baseline characteristics, 
but also in relation to changes in health, disability, 
social support, income, and adverse life events between 
the baseline and 24-month measurements of depres- 
sion. Our focus on the dynamics of depressive symp- 
toms builds on descriptions of more cross-sectionally 
defined predictors of depression (13—17). 


RESULTS 


We found that 1,226 (77.7%) of the respondents 
were never symptomatic, 140 (8.9%) became sympto- 
matic, and 97 (6.2%1 were persistently symptomatic. 
Remission from a substantial baseline level of depres- 
sive symptoms occurred in 114 (7.2%). The prevalence 
of depressive symptoms declined from 16.9% (313 of 
1,855) at baseline to 15.0% (237 of 1,577) 24 months 
later; the latter figure includes both the newly symp- 
tomatic and persistently symptomatic groups. The re- 
mission rate was 54% among the 211 respondents 
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who met the CES-D criteria for depression at baseline. 
The persistently symptomatic and remission groups 
differed in a variety of ways (table 1). Overall, the 
respondents with persistent symptoms were older and 
had higher prevalences of Jewish religious preference, 
worsening health, serious illness, and sleep distur- 
bance. Improved health was reported by 22.8% of the 
remission group but only 4.1% of the persistently 
symptomatic respondents. Gender, marital status, eco- 
nomic status, number of medical conditions, impair- 
ments in vision or hearing, self-assessed health, and 
problems with activities of daily living at baseline did 
not differ significantly. Neither were there significant 
differences between the groups in change in the num- 
ber of medical conditions, change in economic status, 
or use of psychotropic medications or visits to mental 
health specialists during the 24-month follow-up period. 

In the discriminant function analyses (table 2), dif- 
ferences in age, changes in health, sleep disturbance, 
and formal support services added since baseline ex- 
plained 31% of the total variance between the two 
groups, expressed as the cumulative average squared 
canonical correlation. Age and changes in health 
played the largest role in distinguishing the groups. 
Together these characteristics explained 27% of the 
total variance and accounted for 85% of the explained 
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TABLE 2. Stepwise and Canonical Discriminant Analyses of Characteristics Distinguishing Depressed Elderly Community Residents 


Whose Symptoms Persisted or Remitted During 24-Month Follow-Up 





F 
Variable (df=1, 199) 
Worsening health 48.67 
Age 13.28 
Improved health 9.14 
Sleep disturbance at 24 months 5.58 
Added formal support services 4.92 


Average Squared Standardized 
Canon cal Cancnical 

p Correlazion Coefficient? 
0.0001 0.1918 0.6686 
0.0003 0.2412 0.5134 
0.002 0.2729 —0.4533 
0.01 0.2925 0.2903 
0.02 0.3144 0.2504 


*Group means are 0.6189 for the persistently depressed group and —0.7586 for the remission group. Positive values identify characteristics 


associated with persistent depression. 


variance. The two groups did not differ significantly in 
the number of baseline medical conditions or change in 
the number of medical conditions. Similarly, marital 
status, demographic characteristics, and number of un- 
desirable life events reported for the 6 months preced- 
ing the 24-month interview failed to distinguish one 
group from the other. Our previous examination of 
respondent deaths and attrition suggests that the rela- 
tions between the persistence of depressive symptoms 
and change in health may be greater than revealed by 
these analyses (13, 20). The mean CES-D score at base- 
line for the respondents who died during the 24 months 
of observation was significantly higher than the scores 
of the dropouts and the respondents who survived. 
The mean value for dropouts, however, was not sig- 
nificantly different from that of the survivors. Thus, 
proportionately more of the depressed respondents, 
whose symptoms might have persisted and who could 
have reported worsening health, failed to survive for 
the 24-month interview. Their absence from the dis- 
criminant analysis would reduce the ability of that 
analysis to identify the role of declining health in dis- 
tinguishing between the study groups. Nonetheless, the 
group means for the canonical variables were 0.6189 
for the persistently depressed and —0.7586 for the re- 
covered respondents, indicating that the study varia- 
bles achieved a substantial separation of the groups. 
Furthermore, the group of characteristics correctly 
identified 66% of the persistently depressed and 84% 
of the recovered respondents. 


DISCUSSION 


Roth and Kay (25) were among the first to observe 
the relation of poor health and disability to the onset 
of late-life depressive disorders. More recently, com- 
munity surveys of depressive symptoms, rather than 
depressive disorders, have consistently demonstrated 
the same strong relationship of age, poor health, and 
disability to symptom onset (13—17). Subsequently, lit- 
tle attention has been given to the role of these char- 
acteristics in the remission or persistence of depressive 
symptoms (13-17, 26, 27). The available data are 
based, like Roth and Kay’s, on clinical intervention 
studies of late-life depressive disorders (28-32). Also, 
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with the exception of Kivela and Pahkala’s findings 
(32), prevalence data from community surveys have 
been derived from interviews of physically healthy el- 
derly persons (2). The resulting prevalence of depres- 
sive disorders may not apply to older adults with de- 
pressive symptoms and concomitant physical illness. 
These individuals represent a substantial minority of 
the aged population. 

Thus, both onset and cutcome data that might in- 
form us as to factors associated with the course of 
depression have been available only from uncommonly 
healthy community samp-es or from clinical cohorts 
followed after the initiaticn of treatment. In contrast, 
our study provides information on the course of de- 
pressive symptoms in a representative sample of older 
community residents and is not biased by the selection 
effects of diagnostic categorization or a specialized 
treatment program. Over a 24-month interval, signifi- 
cant levels of depressive symptoms persisted in 5.2% 
of our community sample of older adults and remitted 
in 7.2%. This represents a recovery rate of 54% 
among the depressed respondents. It should be kept in 
mind that symptoms are more labile than diagnosed 
disorders, so any recovery rate based on symptomatic 
rather than diagnostic measures must be viewed cau- 
tiously. We believe our study is among the first to 1) 
estimate a remission rate for depressive symptoms in a 
representative sample of elderly adults who received 
routine medical care ani 2) identify measures of 
change that predict the chronicity and remission of 
depressive symptoms. Coriparable remission and per- 
sistence rates for depressive disorders or depressive 
symptom clusters in the elderly participants in the Epi- 
demiologic Catchment Azea Program or the Estab- 
lished Populations for the Epidemiologic Study of the 
Elderly are not yet available (33, 34). 

Our results indicate that changes in health provide a 
major if incomplete explenation of the remission or 
persistence of depressive symptoms. By encompassing 
both improvement and decline in health, our findings 
imply that it is the direction of change, as opposed to 
the level or persistence of illness, that is critical to the 
course of depressive sympzoms. When combined with 
our previous findings abort emerging symptoms of de- 
pression, changes in health and independence over 24 
months appear to be more important than baseline 
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health status, number of medical conditions, number 
of problems with activities of daily living, and sociode- 
mographic characteristics in explaining the course of 
depression. It is not surprising that the use of psycho- 
tropic medications and visits to mental health special- 
ists did not distinguish the persistently depressed 
persons from those who recovered. Only 8% of the 
persistently depressed and 11% of the remission group 
had seen mental health specialists. Moreover, the el- 
derly more often receive symptomatic treatment with 
antianxiety or hypnotic agents rather than definitive 
treatment with antidepressants. They are less likely to 
receive adequate initial and maintenance antidepres- 
sent therapy. And they are more likely to experience 
adverse reactions to medication, all of which contrib- 
ute to the likelihood that depressive symptoms will 
persist (27—31). 

Although much about late-life depressive disorders 
remains problematic, our survey has helped to clarify 
certain determinants of the course of late-life depres- 
sive symptoms. Changes in health and increasing dis- 
ability have the preeminent roles in the emergence and 
persistence of depressive symptoms. Analyses of insti- 
tutionalization and mortality should demonstrate the 
extent, if any, that depressive symptoms contribute to 
a loss of survival in tae community, beyond their. as- 
sociation with disability and declining health. Previous 
studies have indicated that poor health and disability 
play a major role in the onset of depressive symptoms. 
Our findings demonstrate the substantial contribution 
of changes in health tc chronicity and recovery as well. 
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Characterization of Depression in War-Related 
Posttraumatic Stress Disorder 


Steven M. Southwick, M.D., Rachel Yehuda, Ph.D., 
and Earl L. Giller, Jr., M.D., Ph.D. 


Objective: Many patients with posttraumatic stress disorder (PTSD) kave symptoms of 
depression, but operationalized psychological constructs related to depression have not been 
used extensively in characterizing affective symptoms of PTSD. The authors’ objective is to 
better characterize the affective component of PTSD. Method: The subjects were 45 male 
psychiatric inpatients at a Veterans Administration medical center; 28 met DSM-III-R cri- 
teria for PTSD and 17 met Research Diagnostic Criteria (RDC) for major depressive disor- 
der. All of the subjects with PTSD were Vietnam veterans. The 21-item Hamilton Rating 
Scale for Depression was used to assess state measures of symptom severity, and the De- 
pressive Experiences Questionnaire was used to measure dimensions of dependency, seif- 
criticism, and self-efficacy. Results: The mean total Hamilton scale score oj the patients with 
PTSD was nonsignificantly higher than that of the patients with major depressive disorder; 
patients with PTSD had higher scores on almost all individual Hamilton symptoms, partic- 
ularly insomnia, somatic anxiety, and diurnal variation. Patients with PTSD had significantly 
higher scores on the self-criticism scale but not on the dependency and self-efficacy scales of 
the Depressive Experiences Questionnaire. The scores of patients with PTSD on the depex- 
dency and self-criticism scales were negatively correlated. No significant differences between 
patients with PTSD with and without concurrent major depressive disorder were observed. 
Conclusions: Characterization of such depressive dimensions of PTSD as dependency and 
self-criticism may have important clinical implications. 


(Am J Psychiatry 1991; 148:179-183) 


M any combat veterans with war-related posttrau- 
matic stress disorder (PTSD) report feeling de- 
pressed or have depression-related symptoms such as 
sleep disturbance, social withdrawal, suicidal ideation, 
decreased appetite, and low self-esteem (1—4). In fact, 
a substantial proportion of combat veterans with 
PTSD meet the full DSM-III or DSM-III-R criteria for 
dysthymia (5, 6) or major depressive disorder (7, 8). 
Despite high rates of depression in PTSD, antide- 
pressants as well as psychotherapeutic approaches tar- 
geted at reducing affective distress are not as effective 
in depressed patients with PTSD as they are in patients 
who have major depressive disorder without PTSD (5, 
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6, 9-12), suggesting that the nature of depression in 
PTSD differs from that in major depressive disorder. 
Further support for this idea comes from biologizal 
studies that have demonstrated marked neuroendocri- 
nological differences between PTSD and major depres- 
sive disorder (13—15). It appears, then, that depress.ve 
symptoms in PTSD, although frequent, are not simply 
manifestations of a concurrent major depressive disor- 
der. Rather, the depressive component of PTSD may 
reflect either secondary, characterologic, or atypical 
depressions, and as such may require different treat- 
ment interventions. For example, various subtypes of 
depression without PTSD have differential responses 
to treatment: some are more responsive to medications 
and others to psychotherapy. 

To, date, the phenomenology of depression in pa- 
tients with PTSD has been studied by using primarily 
descriptive symptom assessment. Operaticnalized psy- 
chological constructs related to depression have rot 
been used extensively in characterizing affective symp- 
toms of PTSD. To better characterize the affect.ve 
component of PTSD, we assessed not only diagnostic 
and state measures of depression using the Schedule 
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for Affective Disorders and Schizophrenia (SADS) (16) 
and the Hamilton Rating Scale for Depression (17) but 
also subjective experiences thought to reflect more 
enduring dimensions of depression. Specifically, we 
measured dimensions of dependency (anaclitic), self- 
criticism (introjective), and self-efficacy using the De- 
pressive Experiences Questionnaire (18). 


METHOD 


The subjects for the study were consecutively admit- 
ted male psychiatric inpatients at a Veterans Adminis- 
tration medical center who met DSM-III-R criteria for 
PTSD and/or Research Diagnostic Criteria (RDC) for 
major depressive disorder and who provided written 
informed consent to their participation. All subjects 
with PTSD were Vietnam veterans. PTSD was assessed 
by using the Structured Clinical Interview for DSM- 
IH-R (SCID) (19). RDC diagnoses for major depressive 
disorder were made by using the SADS. Patients with 
schizophrenia, schizoaffective disorder, organic disor- 
der, anxiety disorder, and antisocial personality disor- 
der were not included in the group with major depres- 
sive disorder. Patients with borderline personality 
disorder (assessed by using clinical ratings based on 
DSM-III-R criteria) were also excluded from the group 
with major depressive disorder. The final study group 
consisted of 45 subjects: 28 patients with PTSD and 17 
with major depressive disorder. 

Patients completed the Depressive Experiences 
Questionnaire within the first 2 weeks of hospitaliza- 
tion. The Depressive Experiences Questionnaire is a 
66-item questionnaire that measures the respondent’s 
subjective feelings about himself and about relation- 
ships with others. These feelings are thought to be rel- 
evant to depression despite the fact that they are not 
overt symptoms of depression per se. Three highly sta- 
ble scales on this questionnaire, dependency, self-crit- 
icism, and self-efficacy, have been identified in several 
independent samples (18, 20). Following completion 
_of the Depressive Experiences Questionnaire, the 21- 
item Hamilton Rating Scale for Depression was ad- 
ministered by an experienced clinician for the purpose 
of determining more objective, state depressive symp- 
toms. Diagnostic interviews (the SADS and the SCID) 
took place within 1 month of this evaluation. 

Responses of the patients with PTSD and the pa- 
tients with major depressive disorder on both the 
Hamilton scale and the Depressive Experiences Ques- 
tionnaire were tabulated, and differences in means 
were analyzed by using Student’s t test, two-tailed. The 
patients with PTSD were also subdivided into those 
who did or did not meet criteria for a concurrent major 
depressive disorder; rhe means of these two groups 
were compared by using the t test. Relationships be- 
tween Depressive Experiences Questionnaire scores 
and Hamilton scale scores were determined by using 
Pearson’s correlation coefficient. 
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TABLE 1. Scores ən the Hamilton Rating Scale for Depression of 
Patients With PTSD and Patients With Major Depressive Disorder 


Patients 
With Major 
Patients Depressive 
With PTSD Disorder 
(N=28) (N=17) : 

Hamilton Scale Item Mean SD Mean SD (df=43) 
Somatic anxiety 1.83 1.15 0.50 1.00 3.377 
Insomnia 4.56 1.08 3.33 2.01 2.37> 
Insight 1.22 1.00 1.92 0.29 —-2.36> 
Diurnal variation 2.35 161 1.00 1.60 235? 
Hypochondriasis 0.78 1.08 0.17 0.39 1.89° 
Psychic anxiety 2.13 1.01 1.42 1.24 1.83? 
Libido 0.56 0.94 0.25 0.45 1.09 
Depersonalization 0.74 1.21 0.17 0.39 1.58 
Guilt 2.09 1.12 1.50 0.90 1.56 
Suicide 1.61 1.23 1.00 0.85 1.52 
Paranoia 0.91 0.87 0.50 0.67 1.41 
Somatic gastrointestinal 

symptoms P 0.65 0.88 0.25 0.62 1.40 
Agitation 1.04 1.11 0.58 0.90 1.24 
Retardation 0.39 0.65 0.58 0.79 0.76 
Functional impairment 2.39 1.16 2.17 1.40 0.51 
Weight loss 0.43 0.66 0.33 0.65 0.43 
Obsessive-compulsive 0.32 0.57 0.25 0.62 0.32 
Depressed mood 2.30 1.29 2.33 1.50 0.06 
Total 28.42 9.90 24.33 6.30 1.29 


Significant difference between groups (p<0.05 after Bonferroni cor- 
rection applied). 
Nonsignificant trend for a difference between groups (p<0.10). 


RESULTS 


Patients with major depressive disorder were signifi- 
cantly older than those with PTSD (47.5 +14.0 years 
versus 40.3+5.6 years, respectively; t=2.36, df=43, 
p<0.03). However, correlational analysis failed to re- 
veal any relationship between age and Hamilton scale 
scores or scores on any of the Depressive Experiences 
Questionnaire scales. The two groups were similar 
with respect to demographic factors such as race, mar- 
ital status, and socioeconomic status. 

The mean total Hamilton scale score for patients 
with PTSD was 17% higher than that for the patients 
with major depressive disorder; this difference was not 
statistically significant (see table 1). Results of individ- 
ual item analysis revealed that patients with PTSD had 
slightly higher scores on almost all individual symp- 
toms, particularly insomnia, somatic anxiety, diurnal 
variation, and, to a lesser extent, psychic anxiety and 
hypochondriasis. 

Analysis of the three Depressive Experiences Ques- 
tionnaire scales revealed that patients with PTSD had 
significantly higher scores on the self-criticism scale 
than did patients with major depressive disorder (t= 
2.24, df=43, p<0.05). No significant differences were 
observed on the dependency (t=0.34, df=43, n.s.) and 
self-efficacy (t=0.54, df=43, n.s.) scales. The three 
scales also appeared to measure three distinct dimen- 
sions; i.e., there were no correlations between scores 
on these scales when the entire study group was con- 
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sidered, nor were any significant correlations observed 
in the patients with major depressive disorder. When 
patients with PTSD were considered separately, how- 
ever, scores on the dependency and self-criticism scales 
were found to be negatively correlated (r=—0.47, df= 
27, p<0.01). 

To determine the extent to which the overall group 
differences observed were due to the superimposition 
of a major depressive disorder on PTSD, we subdi- 
vided the patients with PTSD into those with (N=15) 
and those without (N=13) major depressive disorder. 
The mean total Hamilton score for patients with PTSD 
and concurrent major depressive disorder was a non- 
significant 27% higher than that of patients with PTSD 
without concurrent major depressive disorder. How- 
ever, results of individual item analyses- revealed that 
patients with PTSD and concurrent major depressive 
disorder had slightly higher scores on most of the in- 
dividual items. These 15 patients showed nonsignifi- 
cant trends for higher scores only on suicidality and 
insight. Importantly, no significant differences between 
patients with PTSD with and without concurrent ma- 
jor depressive disorder were observed on any of the 
three Depressive Experiences. Questionnaire scales. 
The scores of the patients with PTSD with and without 
concurrent major depressive disorder were 0.39+0.82 
versus ~0.18+1.3, 1.43+0.79 versus 1.39+0.80, and 
—0.35+1.2 versus —0.46+1.6 on dependency, self- 
criticism, and self-efficacy scales, respectively. 


' DISCUSSION 


Our results suggest both similarities and differences 
in the affective component of PTSD compared with 
major depressive disorder. Patients with PTSD and pa- 
tients with major depressive disorder were comparable 
with respect to overall severity of depression, generally 
in the moderate to severe range, as indicated by similar 
overall Hamilton scale scores. Both groups showed 
similar scores on the dependency and self-efficacy 
scales of the Depressive Experiences Questionnaire. 
However, differences in specific Hamilton scale items 
were observed between patients with PTSD and pa- 
tients with major depressive disorder. Moreover, 
patients with PTSD had significantly higher scores on 
the self-criticism scale of the Depressive Experiences 
Questionnaire. 

Patients with PTSD scored significantly higher on 
the Hamilton item of somatic anxiety and showed 
nonsignificant trends for higher scores on insomnia, 
diurnal variation, psychic anxiety, and hypochondria- 
sis. However, higher scores on these specific items may 
be related to PTSD symptoms rather than measuring 
the affective component of the disorder per se. For 
example, it is well-known that severely traumatized 
individuals frequently complain of marked insomnia, 
which may be related to the occurrence of nightmares 
(21, 22). A greater amount of somatic anxiety may be 
related to the increased arousal symptoms in PTSD. 
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These symptoms and the trend toward significantly 
higher scores on psychic anxiety are consistent with 
the DSM-III-R classification of PTSD as an anxiety 
disorder. Additionally, hypochondriacal fixation, al- 
though not a specific PTSD symptom, has been found 
to be related to combat traumatization (23). Nonethe- 
less, it is important to note that all othe: depressive 
symptoms that are unrelated to the presenze of an anx- 
iety disorder, including depressed mood, were equally 
endorsed by patients with PTSD and patients with ma- 
jor depressive disorder. Furthermore, when the pa- 
tients with PTSD were subdivided into thase witk and 
those without major depressive disorder, the patients 
with PTSD alone still demonstrated a lev=l of depres- 
sion comparable to that of the inpatients with major 
depressive disorder without PTSD. The <act that pa- 
tients with:PTSD and concurrent major depressive dis- 
order were significantly more suicidal mey be impor- 
tant from a clinical perspective. 

The Depressive Experiences Questionnaire measures 
more subjective, enduring dimensions of cepression by 
asking about life experiences rather tham symptoms. 
Specifically, two types of depression are tnought to be 
identifiable with this instrument: an anaclitic, depend- 
ent type where the individual feels helpless and weak, 
fears abandonment, and longs for protection and love; 
and an introjective or guilty type of depression where 
the individual is highly self-critical and feels worthless, 
guilty, and inferior (24). 

Patients with PTSD and patients with major depres- 
sive disorder were not significantly different on the 
anaclitic scale in this study. However, both groups of 
patients had substantially higher scores than those re- 
ported by Blatt et al. (18) for depressed hospitalized 
male psychiatric patients in the same geozraphic area 
who were not war veterans. This findirg raises the 
possibility that psychiatric inpatients who are war vet- 
erans are more dependent in general than psychiatric 
patients who are not war veterans. In contrast, the 
patients with PTSD had significantly higker scores on 
the self-criticism scale than did hospitalized patients 
who were not war veterans (18). It appears that for 
many combat veterans with PTSD an overwhelming 
sense of self-criticism and guilt may play < central role 
in their depression. 

The guilt experienced by patients with PTSD may 
have many sources related to actions anc feelings ex- 
perienced in response to war trauma (25). The present 
findings in Vietnam veterans suggest that guilt and self- 
criticism in patients with PTSD may be ev2n more per- 
vasive and nonspecific, affecting multiple areas of life 
rather than just those related to their experiences in 
Vietnam. The introjective scale of the Depressive Ex- 
periences Questionnaire, for example, contains items 
like, “I often find that I don’t live up to mr own stand- 
ards and ideals” and, “Often I feel that I have disap- 
pointed others.” Thus, it may be that acter years of 
feeling guilty about experiences in Vietnam, some vet- 
erans with PTSD begin to generalize these feelings to 
other areas of their lives and even to their view of self. 
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DEPRESSION IN PTSD 


Interestingly, among the patients with PTSD, there 
was a significant negative correlation between scores 
on the dependency scale and scores on the self-criti- 
cism scale. This was not the case among the patients 
with major depressive disorder. Examination of the 
data revealed that the four patients with the highest 
scores on the dependency scale had the lowest scores 
on the self-criticism scale, and two of the four patients 
with the lowest scores on the dependency scale had the 
highest scores on the self-criticism scale. This relation- 
ship led us to examine informally the clinical charac- 
teristics of patients scoring in the extreme ranges. Our 
clinical impression is that many of the patients with the 
highest scores on the anaclitic scale are deeply invested 
in their identities as Vietnam veterans. They tend to 
dress in Vietnam-related clothing with multiple medals 
and reminders of the war. Many are strongly commit- 
ted to their fellow Vietnam veterans and find much 
support from belonging to a closely knit group. Ad- 
herence to the group may have helped to protect 
against fears of abanconment and satisfy wishes to be 
cared for and protected. Veterans with low scores on 
the anaclitic scale, however, seemed less invested in 
their identities as Vietnam veterans and less attached 
specifically to groups of other such veterans. It is pos- 
sible that the more anaclitically predisposed recruit 
had a greater tendency to incorporate a military iden- 
tity while in the service. It is also possible that some 
soldiers experiencing massive trauma become increas- 
ingly anaclitic and preoccupied with loss and mecha- 
nisms to prevent loss. 

It appears that there may be a particularly troubled 
and depressed subgroup of patients with PTSD who 
scored relatively high on both dependency and self- 
criticism scales. These veterans seemed both deeply in- 
vested in the identity of Vietnam veterans and mark- 
edly distressed by their sense of guilt and self-criticism. 
As noted by one veteran with high scores on both 
scales, “I love being with my Vietnam brothers. With- 
out them I don’t know where I would be. They are the 
only ones who hold me up when I’m down.” The same 
patient, however, reported an exacerbation of symp- 
toms such as flashbacks and nightmares whenever he 
increased his participation in Vietnam veteran groups. 
As he put it, “It’s like I can’t win. I really love being 
with these guys, but it reminds me too much of all the 
bad stuff, and I start getting the nightmares.” Blatt et 
al. (18) found that nonveteran psychiatric patients 
with high scores on both dependency and self-criticism 
scales also had particularly severe forms of depression. 

Characterization of depressive dimensions of PTSD 
such as dependency and self-criticism may have impor- 
tant clinical implications. For the individual who is 
highly anaclitic and invested in his identity as a Viet- 
nam veteran, requests for treatment in a specialized 
PTSD program may in fact confirm or solidify this 
basic identity rather than rid the self of the aftereffects 
of Vietnam. When this is the case, attempts to rapidly 
reduce PTSD symptoms may fail. In these cases, it may 


make more sense to help the individual to channel his . 


182 


identity as a Vietnam veteran in a constructive direc- 
tion. Highly introjective patients, however, may be 
more amenable to therapies aimed at removing long- 
standing war-related preoccupations, memories, and 
symptoms. On the basis of more precise characteriza- 
tion of subtypes and dimensions of depression in pa- 
tients with PTSD, it may then be possible to develop 
more specific psychotherapeutic and psychopharma- 
cological interventions. 
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Familial Alcoholism in Primary Unipolar 
Major Depressive Disorder 


George Winokur, M.D., and William Coryell, M.D. 





Objective: Some studies have suggested relationships between depression in probands and 
alcoholism in relatives. Other studies have not, but some of these have used inappropriate 
control groups or failed to divide probands by sex. Method: The present study controlled for 
sex of probands and used several comparison groups to further explore the familial rela- 
tionship between depression and alcoholism. Diagnoses for 723 directly interviewed relatives 
of 326 probands with primary unipolar depression were compared to diagnoses in 469 
contro! subjects chosen by an acquaintanceship method to demographically resemble the 
relatives of affective disorder probands. Diagnoses in the uninterviewed relatives of both 
contro! and depressed subjects were used for comparisons as well. Results: Results indicated 
higher rates of alcoholism in the families of depressed women but not in the families of 
depressed men. Conclusions: This familial association between alcoholism and depression 
may be the result of either genetic or environmental factors or an interaction between the 





two. 
(Am J Psychiatry 1991; 148:184-188) 


N j any studies show a high rate of familial depres- 

sion in unipolar primary affective disorder, but 
there is reason to predict that in a study of patients 
with primary unipolar depression, one may also find a 
high rate of familial alcoholism (1, 2). Female de- 
pressed patients with a family history of alcoholism are 
more likely than other depressed patients to have a 
stormy lifestyle with marital and sexual problems, un- 
stable personality traits, and nonsuppressor status on 
the dexamethasone suppression test (3). However, not 
all research has found a high rate of alcoholism in 
families of female depressed patients (4—6). 

One may make the following predictions. If a large 
proportion of patients with primary unipolar depres- 
sion have a family history of alcoholism, a comparison 
of patients with primary depression and a nonde- 
pressed control group should show an excess of alco- 
holism in the family members of the former. In a prior 
study of 45 depressed probands, male relatives of fe- 
male probands were more likely to be alcoholic than 
were male relatives of male probands (7.5% versus 
4.6% [7]). Therefore, we would predict that the higher 
rate of familial alcoholism in depressed than control 
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subjects should be larger in the female proband group 
than in the male proband group. Similarly, the rate of 
familial alcoholism should be higher in women with 
unipolar depression than in men with unipolar depres- 
sion. These are testable hypotheses, and the National 
Institute of Mental Health Collaborative Depression 
Study has collected the kind of data that allow us to 
evaluate them. Positive findings would support the 
idea that some proportion of primary unipolar depres- 
sion is familially related to alcoholism. 


METHOD 


The probands in this study were collected at five 
participating centers (Harvard University, Columbia 
University, Rush Medical College, Washington Uni- 
versity School of Medicine, and the University of lowa 
College of Medicine). The probands were consecu- 
tively admitted hospital patients and newly evaluated 
subjects in the outpatient clinics. They were required 
to meet criteria for schizoaffective disorder, bipolar 
depressive disorder, bipolar I disorder, bipolar II dis- 
order, or unipolar major depressive disorder (primary 
or secondary subtypes). Having met inclusion criteria, 
the patients were then interviewed with the Schedule 
for Affective Disorders and Schizophrenia (SADS) (8). 
Diagnoses were made according to the Research Diag- 
nostic Criteria (RDC) (9). 

The subset of probands selected for this study met 
criteria for primary unipolar depressive illness. None 
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TABLE 1. Alcoholism in First-Degree Relatives of Female Probands With Primary Unipolar Major Depression, in Control Subjects Matched 
to Subset of Probands’ Relatives,? and in Probands in Psychosocial Substudy and Matched Control Subjects 





Control Subjects 
or Their Relatives/ 





Probands’ 
Relatives/Families 
Alcoholism 
Total ———— 
Compazison N N >% 
Family study 
All probands’ relatives versus all relative 
control subjects 477 64 13.4 
Probands’ relatives who were matched with 
control subjects versus relative control 
subjects 122 18 14.8 
Family history data 
Probands’ families versus families of female 
relative control subjects 210 89 42.4 
Psychosocial substudy 
Probands’ relatives versus relatives of psy- 
chosocial control subjects 260 33 12.7 
Prcbands’ families versus families of psy- 
chosocial control subjects 32 20 62.5 
Relative control subjects rematched to 
probands“ 
Probands’ relatives versus control subjects’ 
relatives 1,443 148 10.3 
Prcbands’ families versus control subjects’ 
families 210 89 42.4 


*Control subjects matched to relatives on sex, age, and marital status. 


Families Chi-Square 

Analysis wee 

Alcoholi o 
Total innit xX Odds Confidence 

N N % (df=1) p Ratio Limits 
469 41 87 5.24 0.02 1.62 1.07-2.45 
122 12 98 1.37 0.24 1.59 0.73~3.45 
299 94 31.4 6.42 0.01 1.60 1.11-2.32 
220 18 8.2 2.5£ 0.11 1.63 0.85-2.99 
32 13 40.6 3.07 0.03 2.44 0.89-6.65 
1,467 108 7.4 7.60 0.006 1.44 1.10-1.86 
210 71 33.8 3.27 0.07 1.44 0.97—2.14 


Families compared on presence of alcoholism in family. 


“Contral subjects rematched to probands (originally matched to relatives) on sex, age, and marital status. 


had ever received a diagnosis of alcoholism. Family 
historv data on all first-degree relatives both living and 
dead were collected by using the Family History (FH)- 
RDC. These data were obtained by interviewing the 
proband and an informant to produce a consensus di- 
agnosis for each member of the proband’s family. This 
approach does not duplicate family study material ob- 
tained through direct interviews with relatives, but it 
has respectable sensitivity for the major diagnoses 
when broad but well-specified criteria are used. In par- 
ticular, the specificity for alcoholism is 96%. In addi- 
tion to providing family history information, probands 
were asked to participate in a family study. Relatives 
of the consenting probands were interviewed by using 
the SADS-L (Lifetime Version), and a diagnosis was 
made according to the same criteria as those used for 
the probands, the RDC. The methodologies of the 
family history and family study segments of the Col- 
laborative Depression Study have been presented at 
length in previous reports (10-12). 

There were two control groups in the Collaborative 
Depression Study. The relative control subjects (N= 
469) were matched to a subset of first-degree relatives 
directly interviewed as a part of the family study. Each 
relative provided the names of three acquaintances of 
similar age, sex, and socioeconomic status. These peo- 
ple were contacted in random order until a willing 
subject was identified. There were no exclusion crite- 
ria. The control subjects were evaluated with the 
SADS-L, and family history information on their first- 
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degree relatives was collected with the FH-RDC. This 
acquaintanceship method yielded a control group that 
tended to be somewhat younger and contained more 
women than the total sample of interviewed relatives. 
However, there was no evidence of agsortative ac- 
quaintanceship by presence or absence of lifetime or 
current mental disorder in this group. 

The psychosocial control subjects (N=108) were 
matched to a group of probands as part of a psycho- 
social substudy designed to compare the course of psy- 
chosocial events in the control subjects and the de- 
pressed psychosocial probands. Tke control subjects 
were identical to the probands in age, sex, and marital 
status. They were evaluated with the SADS-L and were 
included in the sample only if they showed no history 
of psychiatric illness. The FH-RDC was used to obtain 
family history data on the psychosocial control sub- 
jects’ first-degree relatives. 

Comparisons of familial alcoholism in the proband 
and control groups were tested for significant differ- 
ences by use of chi square with one degree of freedom. 
A two-tailed test at the 0.05 level of probability was 
considered significant. 

The odds ratios for the comparisons are presented in 
order to show the magni-ude of the differences. The 
95% confidence limits are also presented. The odds 
ratios are useful because some differences zre of similar 
magnitude but do not reach significance because of 
small numbers. “The odds ratio is also termed the 
cross product ratio and the approximate, relative 
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TABLE 2. Alcoholism in First-Degree Relatives of Male Probands With Primary Unipolar Major Depression, in Control Subjects Matched to 
Subset of Probands’ Relatives,” and in Probands in Psychosocial Substudy and Matched Control Subjects 


Probands’ 
Relatives/Families 
Alcoholism 
Total —-———_ 
Comparison N N % 
Family study 
All probands’ relatives versus all relative 
control subjects 246 29 11.8 
Probands’ relatives who were matched with 
control subjects versus relative control 
subjects 53 4 75 
Family history data 
Probands’ families versus families of male 
relative control subjects 116 31 26.7 
Psychosocial substudy 
Probands’ relatives versus relatives of psy- 
chosocial control subjects 153 5 33 
Probands’ families versus families of psy- 
chosocial control subjects 25 4 16.0 
Relative control subjects rematched to 
probands“ 
Probands’ relatives versus control subjects’ 
relatives 702 44 63 
Probands’ families versus control subjects’ 
families 116 31 26.7 


*Control subjects matched -o relatives on sex, age, and marital status. 


Families compared on presence of alcoholism in family. 


Control Subjects 
or Their Relatives/ 


Families Chi-Square 

Analysis se 

Alcoholi o 
Total R x Odds Confidence 

N N % (df=1) p Ratio Limits 
469 41 8.7 1.70 0.19 1.40 0.84-2.21 
53 4 75 0.00 1.00 1.00 0.24-4.23 
170 42 247 0.15 0.70 1.11 0.65~1.91 
158 12 76 2.82 0.93 0.41 0.14-1.20 
25 10 40.0 3.57 0.06 0.29 0.88-1.09 
759 47 62 0.00 0.95 1.01 0.66~1.£5 
116 35 30.2 0.34 0.56 0.84 0.48-1.49 


“Control subjects rematched to probands (originally matched to relatives) on sex, age, and marital status. 


risk... .” This method is useful in providing an idea 
oZ the order of magnitude of the proportions from a 
comparison of two groups (13). The odds ratio is de- 
fined as the odds of alcoholism in relatives of depressed 
subjects compared to the odds of alcoholism in rela- 
tives of control subjects. 


RESULTS 


Table 1 preser:ts seven comparisons between family 
members of primary depressed female probands and 
control subjects. Multiple comparisons are presented 
in order to obtain ar idea of the consistency of the 
findings when we vary the composition of the proband 
and comparison groups. This is necessary as we have 
used two different methodologies, a family study 
method (personal information) and a family history 
method that depends on information gleaned from in- 
formation of other relatives. We have compared alco- 
holism in individuals and also the presence or absence 
of alcoholism in families. The family comparisons are 
useful because there is some question about the inde- 
pendence of comparing alcoholism in people who are 
related to each other, i.e., the data suggest that if fam- 
ilies contain one alcoholic they are more likely to con- 
tain another person with alcoholism than would be 
expected by chance. Thus, there may be a spuriously 
high rate of alcoholism found by dealing with individ- 
uals rather than by dealing with the presence or ab- 
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sence of alcoholism in a family. The comparison of 
proportion of families that have alcoholism is a more 
conservative method than a comparison of the preva- 
lence of alcohclism in individuals of two groups. 

The first two rows (table 1) deal with the family 
study. The first row is a comparison of all the relative 
control subjects (male+ female) versus the interviewed 
first-degree relatives of the primary unipolar probands. 
The control subjects were not directly matched to these 
relatives. 

The second row is a comparison of only the relatives 
of female probands who originally had matched con- 
trol subjects versus these control subjects. In table 2, 
there are similar kinds of comparisons for the relatives 
of male probands and the control subjects. 

The family history data comprises the material for 
the third—seventh rows. These data were obtained 
from the FH-RDC evaluations of the probands, rela- 
tive control subjects, and psychosocial control sub- 
jects. The third row compares the families of all female 
relative control subjects with the families of female 
probands. Table 2 does the same thing for male con- 
trol subjects and probands. The fourth row compares 
the relatives of the 32 unipolar women in the psycho- 
social study to the relatives of their matched psycho- 
social control subjects (table 1). Table 2 does the same 
for men. The fifth row presents the same comparison 
as row 4 but looks at the presence of alcoholism in 
families rather than in individual relatives. The sixth 
and seventh rows are somewhat more complex. In 
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these cases the relative control subjects were re- 
matched to the probands, and the relatives of the con- 
trol subjects were compared to the relatives of the pro- 
bands (row 6). Then, families of the control subjects 
were compared to the families of the probands (row 7). 

In the case of all the comparisons in rows 2-7, the 
two groups were matched on sex, age, and marital 
status. 

None of the comparisons in table 2, which presents 
data on alcoholism in first-degree relatives of men with 
primary unipolar major depression and in control sub- 
jects, is significantly different. Further, the odds ratios 
are clearly smaller (in seven of seven cases) than those 
in table 1. In table 1 comparisons in the first, third, and 
sixth rows show significant differences between the 
two groups. In those which do not show significant 
differences at the 0.05 level or better, the odds ratios 
are of the same magnitude. All seven of the compari- 
sons in women (table 1) are in favor of more alcohol- 
ism in families of probands than in families of control 
subjects, and it is important to note that the trends are 
exactly in the predicted direction and the odds ratios 
vary between 1.4 and 2.4. 

We also compared the presence of alcoholism in 
families of men and women with unipolar depression. 
There was a significant difference, with women having 
more familial alcoholism than men (89 of 210 families 
[42.2%] versus 31 of 116 families [26.7%]; y7=7.88, 
df=1, p=0.005; odds ratio=2.02; 95% confidence 
limits=1.24—3.29). 


DISCUSSION 


We tested the hypothesis that there is a familial re- 
lationship between alcoholism and primary depres- 
sion. In particular, we predicted that the relatives of 
women with primary depression would have higher 
rates of alcoholism than would control subjects. Al- 
though many depressed patients have no family history 
of alcoholism and thus do not have this subtype of 
depression, this condition apparently occurs with suf- 
ficient frequency to consistently produce the differ- 
ences predicted here. If certain subjects with primary 
depression have a family history of alcoholism, we 
would expect a higher rate of alcoholism in the fami- 
lies of such subjects. It was predicted that there would 
be such a relationship for women with primary depres- 
sion and that we would be able to arrive at this by 
finding a higher rate of familial alcoholism in this 
group than in control groups. Most depressed subjects 
have no family history of alcoholism, but if some pro- 
portion did, the prevalence would be consistent and 
significant; this was found. 

This hypothesis has been tested by others, not al- 
ways with positive results. Gershon et al. (4) con- 
ducted a family study of affectively ill and normal con- 
trol probands. They concluded that alcoholism was 
not more frequent in the relatives of patients than in 
the relatives of control subjects. The lifetime risk for 
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alcoholism was 6.6% in relatives of 166 subjects with 
unipolar depression and 4.2% in relatives of 265 con- 
trol subjects. Although there was 50% more alcohol- 
ism in the families of subjects with unipolar depres- 
sion, this is an insignificant finding. However, in that 
study the patients were not separated into groups of 
men and women with primary unipolar depression. 
Thus, the present study and the study by Gershon et al. 
are not comparable. 

Weissman et al. also looked at this phenomenon (5). 
They found that the prevalence of alcoholism was 
7.6% to 10.5% among relatives of severe-y depressed 
probands, 12.2% among relatives of mild-y depressed 
probands, and 7.9% among the relatives of normal 
control subjects. These are not significant differences. 
The authors stated that alcohol abuse does “not show 
familial aggregation with affective disorders.” De- 
pressed women were not evaluated separately. 

Merikangas et al. (6) found more alcoholism in rel- 
atives of depressed subjects, but this was accounted for 
by the presence of alcoholism as well as depression in 
some probands. Our female probands, however, did 
not have a concomitant diagnosis of alcoholism, and 
so the findings conflict. As in the other studies, de- 
pressed women were not evaluated separately. 

Cloninger et al. (14) evaluated a variety of data sets 
and concluded that alcoholism and depressive illness 
sometimes appear in the same family but that these 
disorders are probably heterogeneous etiologically and 
are not simply expressions of underlying genetic mech- 
anisms. They noted that subjects with primary depres- 
sion hac fewer alcoholic relatives than did nonde- 
pressed alcoholics. This would be expected if only a 
proportion of depressed subjects were related to an 
alcoholic background, In one study (15), 17% of hos- 
pitalized depressed patients had a first-degree relative 
with a history of alcoholism. Cloninger et al. presented 
general population prevalence data for primary alco- 
holism (4.8%). If one compares this prevalence with 
that of alcoholism in personally examinee first-degree 
relatives of subjects with early-onset depression 
(11%), the difference is significant (p<0.C1). As these 
assessments were obtained from different populations 
and with different methodologies, such comparisons 
are probably unwarranted. The data fror the current 
study, however, were collected with the same method- 
ology for control subjects and relatives. 

Finally, if these data are valid, they suggest that 
there is a particular type of depression waich may be 
associated with a family background of alcoholism. 

There are some clinical, follow-up, lakoratory dif- 
ferences in the subgroups of depression (1, 2). The 
depression of a person with a family history of alco- 
holism starts when the person is in his or her early 30s 
and is manifested after a stormy personal life marked 
by marital and social difficulties. The dexamethasone 
suppression test shows abnormal suppression less 
commonly in these patients than in those with no fam- 
ily history of alcoholism (16). 

A familial history of alcoholism may or may not be 
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related to genetic factors. Two separate linkage studies 
suggest a genetic asscaciation between alcoholism and 
depression, but these data are not strong enough to 
prove a genetic etiology (17, 18). It is possible that 
interaction between genetic and environmental factors 
is involved in the familial relationship. Other possible 
explanations for the finding might include assortative 
mating or an environmental factor that might be re- 
lated to the influence of living with an alcoholic. 
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Less Frequent Lithium Administration 
and Lower Urine Volume 


Rudradeo C. Bowen, M.D., C.M., Paul Grof, M.D., and Eva Grof, M.D. 


Objective: This study was designed to determine whether patients maintained on a regi- 
men of lithium on a once-per-day schedule have lower urine volumes than do patients 
receiving multiple doses per day. Method: This was a cross-sectional study of 85 patients 
from a lithium clinic who received different dose schedules. Patients were admitted to the 
hospital for measurement of lithium level, creatinine clearance, urine volume, and maximum 
osmolality. Results: Multiple daily doses of lithium were associated witk higher urine vol- 
umes. The dosing schedule, duration of lithium treatment, and daily dose of lithium did not 
affect maximum osmolality or creatinine clearance. Conclusions: Urine volume can be re- 
duced by giving lithium once daily andlor by lowering the total daily dose. Lithium-induced 
polyuria seems to be related to extrarenal as well as to renal effects. 


(Am J Psychiatry 1991; 148:189-192) 


O ne of the major concerns about the long-term use 
of lithium has centered around the issue of pos- 
sible detrimental effects on the kidney. In this connec- 
tion, polyuria has been considered an important indi- 
cator of renal tubular changes. Findings that have 
contributed to this concern are 1) consistent reports 
that a proportion of patients receiving long-term lith- 
ium treatment develop polyuria (1, 2), 2) the fact that 
polyuria is correlated with duration of lithium treat- 
ment and with higher doses of lithium in some studies 
(1, 2), and 3) the fact that renal concentrating ability is 
decreased in some patients with lithium-induced poly- 
uria and is usually but not always ameliorated within 
a few months after discontinuation of lithium (1—4). 
Even though some degree of polyuria is not dangerous 
by itself, dehydration that may result from polyuria 
could predispose the patient to lithium toxicity. 
Studies of groups of patients from different clinics 
and within the same clinic have found that those pa- 
tients who took lithium once per day had significantly 
lower urine volumes than those who took lithium 
twice per day (5, 6). Studies by Plenge et al. in 1982 (6) 
and Hetmar et al. in 1987 (7), which compared pa- 
tients receiving single and multiple daily doses of lith- 
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ium, found more sclerotic glomeruli, fibrosis, and atro- 
phic tubules in the kidneys of patients on the multiple 
dose schedule. In these studies patients receiving the 
multiple dose schedule received a higher total daily 
dose of lithium (6, 7). This variable was controlled for 
in a study in which eight patients were switched from 
a twice-daily schedule to a once-daily schedule but re- 
ceived the same total daily dose (8). The 24-hour urine 
volume fell significantly after 12 days of the single 
dose—from a mean+SD of 2,105+949 ral to 1,566+ 
974 ml (8). 

Not all studies have found a correlation between 
duration of lithium treatment and urine volume (9). 
Those studies that have found a positive correlation 
included in their samples a high proportion of patients 
with polyuria or reduced maximum urinary concen- 
trating ability (3, 10-12). This limits the generalizabil- 
ity of their findings. Most studies did not correct for 
age, an important point since concentrating capacity 
decreases with age, and, naturally, the duration of 
treatment tends to increase with increasing age (3, 11, 
12). Sex, but not the unipolar/bipolar distinction, has 
been found to be associazed with urine volume in pa- 
tients receiving lithium (9). 

In our study, data from patients in a lithium clinic, 
where various dose schedules have been used, provided 
an opportunity to examine the effect of dose schedule 
on urine volume, creatinine clearance, and maximum 
osmolality. 


METHOD 


The subjects were 85 consecutively studied patients 
receiving long-term lithium treatment fram a McMas- 
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TABLE 1. Characteristics of 85 Patients Who Received Lithium Once, Twice, or Multiple Times Daily for More Than 1 Year 








pa Age (years) (months) 
Schedule Confidence Confidence 
of Lithium Mean SD Interval Mean SD Interval 
Once 

(N=26) 46.0 11.2 41.5-50.6 62.7 36.1 48.1-77.3 
Twice 

(N=42) 53.9 14.7 49.2-58.4 82.2 33.6 71.7-92.7 
Multiple 

(3 or 4 

times) 

(N=17) 51.6 13.7 44.5-58.6 47.3 29.9 31.9-62.7 


°F=7.19, df=2, 82, p<0.01 (ANOVA). 


Length of Treatment? 


Serum Lithium Level 
Dose (mg/24 hours) 


(mmol/liter) 
Confidence Confidence 
Mean SD’ Interval Mean SD Interval 
980.8 244.6 882.0-1079.6 0.83 0.18 0.75-0.90 


1167.9 343.6 1068.8—1274.9 0.77 0.18 0.72-0.€3 


1085.3 345.9 907.5—1263.1 0.78 0.14 0.71-0.85 








ÞF=3. 00, df=2, 79, p<0.05 (ANCOVA with age, sex, length of treatment, and daily dase as covariates). There was a significant difference 
at the 0.05 level between the urine volumes of patients given lithium once daily and patients given lithium multiple times daily (Duncan’s 


multiple range test). 
“Geometric means. 


ter University affective disorders clinic. This was a rep- 
resentative group of patients in the clinic, since during 
the period of study only one patient did not consent to 
` testing. The patients had taken lithium for an average 
of 6 years and for a minimum of 1 year and had been 
maintained at an average serum lithium level of 0.79 
mmol/liter. None of the patients had ever experienced 
lithium toxicity. They had all met Research Diagnostic 
Criteria (13) for affective disorders, with diagnoses of 
bipolar disorder (N=39), unipolar depression (N= 
17), and schizoaffective disorder (N=29). 

Except for lithium and hypnotics, none of the pa- 
tients had received any psychotropic drugs for at least 
1 month before testing. It was one of the principles at 
this research-oriented clinic that neuroleptics and an- 
tidepressants were used only during acute episodes, 
and the patients had not taken these drugs on a main- 
tenance basis. 

Twenty-six patients (eight men and 18 women) took 
lithium once daily, 42 (17 men and 25 women) twice 
daily, 15 three times daily, and two four times daily 
(five men and 12 women). In all patients, this daily 
regimen was maintained for a minimum of 1 year be- 
fore testing. The practice on how often to give lithium 
has changed from frequently to less frequently because 
of better compliaace, then back to frequently after the 
scare over the renal effects of lithium, and less fre- 
quently more recently ‘2). During these changes, some 
patients preferred to stay on a particular schedule. 
There are reasons to believe that compliance was un- 
usually high in this group. After acceptance into the 
clinic all patients participated in an educational pro- 
gram with special emphasis on compliance. The stand- 
ard monitoring schedule was once per week in the first 
month, once per month for the first year, and every 3 
to 4 months thereafter. The serum lithium level was 
controlled within relatively narrow limits. Regular 
feedback on serum levels was provided, and issues of 
compliance were regularly discussed. 

All patients were admitted to the hospital for kidney 
function testing. During this admission 24-hour urine 
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collections were done from 4:00 p.m. one day to 4:00 
p.m. the subsequent day. If the urine creatinine quan- 
tity per 24 hours was less than 8,800 umol, the col- 
lection was repeated until adequate. Serum lithium 
level and serum creatinine level were determined at 
9:00 a.m. during the 24-hour collection, 12 hours after 
the last lithium dose. On a separate day, osmolality 
was determined:on a sample of urine collected after the 
patient had gone 17 hours without fluids. One hour 
later, after an intramuscular injection of 5 units of 
vasopressin in oil, the determination of urine osmolal- 
ity was repeated. Creatinine clearance was determined 
and corrected for body surface by using height and 
weight. 

Differences in continuous variables between the su>- 
groups of patients taking lithium once (N=26), twice 
(N=42), and multiple times (three and four times) 
(N=17) daily were evaluated by analysis of variance 
(ANOVA). The difference in sex distribution was com- 
pared with the chi-square test. The difference between 
the groups in log urine volume was evaluated by anal- 
ysis of covariance (ANCOVA), with age, sex, duraticn 
of lithium treatment, and daily dose as covariates. The 
effects of age, sex, duration of treatment, daily dose, 
and frequency of schedule as predictor variables cn 
maximum osmolality and creatinine clearance were 
analyzed by multiple regression. 


RESULTS 


The mean values, standard deviations, and confi- 
dence intervals: are presented in table 1. ANOVA 
showed a significant effect for duration of lithium 
treatment, but the trend in the means was not linear, 
and this finding does not refute the interpretation that 
we offer. ANCOVA showed a significant main effect 
for the daily schedule on urine volume. Post hoc anal- 
ysis using Duncan’s multiple range test showed a sig- 
nificant difference i in urine volumes between subgroups 
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TABLE 1. (continued) 


Creatinine Clearance 


(ml/minute) 
Confidence 
Mean SD Interval Mean SD 
967.5 357.7 $23.0-1,112.0 761.8 170.7 
925.4 335.2 820.9-1,029.8 676.7 220.0 
858.4 291.5 708.4—1,008.3 664.8 169.5 


of patients on once and multiple (three and four times) 
daily schedules. 

Regression analysis showed that duration, daily 
dose, and frequency of schedule had no significant ef- 
fect on maximum osmolality or creatinine clearance 
(data not reproduced). Age was the only significant 
predictor of maximum osmolality (B= —0.30, p<0.05) 
and creatinine clearance (B=—0.31, p<0.05). 


DISCUSSION AND CONCLUSIONS 


Our data are consistent with the emerging literature, 
which indicates that the schedule of lithium adminis- 
tration has a significant effect on the development of 
polyuria (S~8, 14). Patients who take lithium in a sin- 
gle daily dose given at bedtime are less likely to de- 
velop polyuria than are patients who take lithium in 
multiple daily doses. Patients in the present study were 
not randomly assigned to different daily schedules, and 
the conclusions are therefore only suggestive. 

We could find no studies in the literature that di- 
rectly contradict this conclusion; however, three re- 
ports might be interpreted as contradictory. In 1979 
Hullin et al. (15) found a minimal effect of lithium on 
urinary volume, and they attributed these findings to 
lithium administration in smaller and divided daily 
doses (15). They acknowledged that their patients 
were maintained on a relatively low mean serum lith- 
ium level (0.59+0.17 mmol/liter), which might best 
explain the unaffected urine volumes. Donker et al. in 
1979 (16) recommended that lithium be given in di- 
vided doses, as they found a lack of association be- 
tween total daily dose, serum lithium level, treatment 
duration, and maximum osmolality. Their group, 
however, was relatively small, and the proportion of 
patients with polyuria was substantial (N=eight of 
30). In 1988 Greil et al. (17) did not find a significant 
reduction in urine volume when they switched 15 pa- 
tients from a twice-a-day schedule to a once-a-day 
schedule. The chance of a false negative result was 
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Maximum Osmolality (mOsmol/kg) 


BOWEN, GROF, AND GROF 








Urine Volume” (ml) 








Confidence Confidence 
Level Mean‘ SD Interval 
692.8-830.7 1,880.0 1.5 1,521.8-2,202.9 
608.2—745.3 1,986.1 1.6 1,710.0-2,312.1 
577.6—752.0 2,511.5 1.6 1,367.9—3,198.9 


high, considering the small numbers and large stand- 
ard deviation. 

Several authors have suggested that the benefit of a 
once-per-day schedule is due to a lower trough in the 
serum lithium level, which allows more time for renal 
distal tubular regeneration. The main support for this 
idea came from a correlation observed in one study 
between the minimum serum lithium level and urine 
volume and lack of correlation with the maximum se- 
rum level (18). 

Some data in the literature are inconsistent with this 
simple explanation of the zause of the observed effect. 
Perry et al. (8) did not find that the minimum trough 
levels in patients on a single daily schedule were sig- 
nificantly lower than thcse of patients on multiple 
daily schedules; however, only eight patients were 
studied. It has also been reported that patients taking 
sustained-release lithium ^ad better urine concentra- 
tions than patients taking regular lithium; this finding 
would seem to be inconsistent with the idea that a 
prolonged trough aids tubular regeneration and there- 
fore reduces polyuria (10, 19). In addition, there is the 
lack of association between polyuria and maximum 
osmolality noted in some studies and evidence from 
our study that lithium did not affect maximum osmo- 
lality (i.e., tubular function of the kidney) but did af- 
fect urine volume (1, 11, 16). 

Patients with affective disorders whe have never 
taken lithium have often had high urine volumes on 
screening, and lithium may increase this even further 
(2, 9). Lithium has also been reported to decrease urine 
volume in bipolar patients with polydips:a and inter- 
mittent hyponatremia (20). These observa-ions suggest 
that polyuria observed in lithium-treated patients may 
be due, at least in part, to extrarenal factors (9). The 
relationship between the thirst mechanism, antidi- 
uretic modulation of renal water excretion, neuro- 
transmitter disturbances in psychiatric disorders, drugs 
like lithium, and the well-documented partial insensi- 
tivity of the kidneys to vasopressin in patients taking 
lithium is likely to be complex (1, 20). 
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In addition to reducing the frequency of lithium ad- 
ministration, reduction of the total daily dose, and 
consequently the serum level, is also associated with a 
lower urine volume (1, 2, 11, 15). Since the currently 
accepted serum lithium levels have been developed on 
the multiple daily schedule, the total daily dose might 
have to be reduced when patients are switched to the 
single daily schedule, taking into account that levels 
might increase by 10% to 30% (1, 21). There are no 
definitive data at present to resolve the question of 
whether patients who show a higher serum lithium 
level after switching to a single daily schedule should 
be given a lower dailv dose to keep the serum level in 
the usual range. 

Our data, placed in the context of the literature, 
allow the conclusion that less frequent lithium admin- 
istration is associated with lower urine volume. This 
indicates that one of the ways to prevent or manage the 
increase in urine volume during lithium treatment is by 
less frequent administration. The data also suggest that 
the mechanisms involved in the effects of lithium dos- 
ing schedule on urine volume might include extrarenal 
factors, 
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Heterogeneity of Clinical Response 
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Objective: The authors attempted to identify different patterns of improvement among 
patients receiving placebo during clinical trials. It was hypothesized that patients who im- 
proved abruptly would differ from patients whose improvement was gradual in that they 
would tend to improve earlier and would tend to have less persistent improvement. Method: 
The subjects were 144 patients who met the DSM-III criteria for depressive illness and were 
randomly assigned to placebo medication in four double-blind antidepressant drug trials. All 
studies lasted 6 weeks. Mood change was rated each week on a 7-point scale; a rating of 1 
or 2 was considered an indication of improvement. Improvement was judged to be abrupt if 
the first score of 1 or 2 was immediately preceded by a score of 4 or worse, and it was 
classified as gradual if the first score of 1 or 2 was preceded by a score of 3 in at least 1 week. 
Improvement was considered persistent if a score of 1 or 2 was not followed by a score of 
3 or worse in any subsequent week. Results: Of the 144 patients, 72 showed clinical im- 
provement during at least one weekly visit; 33 improved abruptly and 39 improved gradu- 
ally. The abrupt improvements occurred significantly earlier in the trial and were less likely 
to persist than the gradual improvements regardless of when they occurred. Conclusions: 
These data suggest that among patients receiving placebo abrupt improvements are a form 
of placebo response and gradual responses may be the result of spontaneous remission. These 
preliminary observations require validation. 


(Am J Psychiatry 1991; 148:193-196) 


lacebo effects have long been recognized (1), but 

neither prospective identification of placebo re- 
sponders nor identification of relevant mechanisms has 
been achieved. Studies in nonclinical settings (2, 3) 
have failed to show that personality variables, demo- 
graphic factors, or cognitive styles predict placebo re- 
sponse. Studies of psychiatric patients indicate that for 
patients with affective disorders, severe, chronic illness 
is a weak predictor of poor response during placebo 
treatment (4—8). In one study (9), patients with abnor- 
mal results on the dexamethasone depression test had 
a lower placebo response rate. Patients with disorders 
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characterized by deterioration and infrequent remis- 
sion, such as chronic schizophrenia and Alzheimer’s 
disease, rarely exhibit any substantial placebo effects. 

Research on clinical benefit during placebo treat- 
ment generally assumes a unitary process, but at least 
two causes are probable. Patients may improve while 
receiving placebo because of the natural course of the 
illness (spontaneous remission), or the effects may be 
due to the nondrug elemeats of treatment or setting. 
We use the term “placebo effect” to include all changes 
stemming from the nonspecific effects of a care giver 
and treatment setting. An inert pill may add to this 
process but may not be necessary. 

If two processes result in a common outcome, the 
likelihood of understanding either is poor unless these 
dual pathways are identified. We have presented evi- 
dence that improvement curing placebo treatment is 
heterogeneous (8). Depressed patierits who improved 
during a pretreatment single-blind placebo period dif- 
fered from a group that did not initially improve but 
did improve later during 6 weeks of double-blind pla- 
cebo treatment. Those who improved during the initial 
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single-blind placebo period were more mildly and 
more chronically depressed than those who improved 
during the 6-week dcuble-blind placebo treatment. 

In the study reported here, we attempted to identify 
different types of improvement during 6 weeks of pla- 
cebo administration. We had clinically observed that 
some patients taking placebo improved abruptly and 
others gradually. The abrupt improvement was fre- 
quently dramatic; patients reported that they suddenly 
felt “as though a veil was lifted.” Therefore, speed of 
improvement might be a useful means of differenti- 
ating subtypes. This would be supported if abruptness 
of onset was related to other outcome characteristics. 

We addressea the following questions: 1) Do the 
times of onset of abrupt and gradual improvements 
differ? 2) Is it possib-e that all patients gradually im- 
prove with time and that this artifact explains the in- 
frequent abrupt improvements in the later weeks of 
treatment? 3) Do abrupt and gradual improvements 
differ in persistence? 4) Do these differences support 
the validity of making.a distinction between abrupt 
and gradual improvements? 


METHOD 
Subjects 


Four clinical antidepressant trials conducted in our 
outpatient research clinic over 7 years constituted our 
data base (10—13). In these outpatient studies, all pa- 
tients were between the ages of 18 and 65 years, met 
the DSM-III criteria for major depression or dysthy- 
mia, and consented to research participation. All stud- 
ies lasted 6 weeks, and they included 144 patients ran- 
domly assigned to placebo medication. 

The patients received placebo in a single-blind fash- 
ion for 10 days. Those who improved were removed 
from the study. All others were randomly assigned to 
drug or placebo for the next 6 weeks. Antidepressants 
and identical-looking placebos were given on a fixed- 
dose schedule. The patients were evaluated weekly and 
were rated, double-blind, on degree of improvement 
for each study week. 


Measures 


Change in clinical status was measured by the treat- 
ing psychiatrist with the Clinical Global Impression 
improvement scale (CGI). This is a weekly overall rat- 
ing of mood change from pretreatment baseline. Rat- 
ings are made on a 7-point scale: 1=very much im- 
proved, 2=much improved, 3=minimally improved, 
and 4~7=unchanged or worse. A rating of 1 or 2 was 
considered an indication of improvement. This is a 
conservative judgment connoting marked reduction of 
symptoms. In a clinical setting, the treatment regimen 
of such a patient would not be altered. 

Each patient who improved was categorized as hav- 
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ing an abrupt or gradual improvement on the basis of 
the first improvement. Improvements following re- 
lapses were not examined in these analyses. An im- 
provement was judged to be abrupt if a CGI score of 1 
or 2 was immediately preceded by a rating of 4 (un- 
changed) or worse. An improvement was defined as 
gradual if the week when the CGI score first reached 1 
or 2 was preceded by at least 1 week of minimal im- 
provement (CGI=3). Abrupt or gradual improvements 
could occur from week 1 to week 6 of the study, since 
the patients took placebo, single-blind, for 10 days 
before the 6-week double-blind phase. Patients who 
were minimally improved (CGI=3), unimproved 
(CGI=4), or worse (CGI=5—7) entered the double- 
blind phase. Therefore, by the end of week 1, either 
abrupt or gradual improvement was possible. 

The definition of persistence of improvement was 
the same as that used in previous studies (14, 15). An 
improvement was considered persistent if a CGI score 
of 1 or 2 was not followed by a score of 3 or worse in 
any subsequent week of the 6-week trial. Patients 
whose improvement first occurred at the end of the 
trial (week 5) could not be evaluated for persistence 
and were excluded from these analyses. 


Statistical Analyses 


The distributions of the times of onset for the abrupt 
and gradual improvements were compared by means 
of Mann-Whitney and chi-square tests. Analysis of 
persistence was adjusted for differences in the amount 
of time following the abrupt and gradual improve- 
ments by using the Mantel-Haenszel summary chi- 
square test (16). 


RESULTS 


Of the 144 | placebo patients, 50% (N=72) were 
rated as improved (CGI=1 or 2) for at least 1 week; 
23% (33 of 144) had abrupt improvements, and 27% 
(39 of 144) had gradual improvements. Overall, 33% 
(24 of 72) of the improvements persisted. 

Table 1 shows the distribution of improvements by 
week of occurtence. To determine if the distributions 
of times of onset differed between the patients with 
abrupt and gradual improvements, a Mann-Whitney 
test was performed on the entire distribution. The dif- 
ference was highly significant. The proportion of 
abrupt improvements with placebo that occurred in 
the first 2 weeks was 67% (22 of 33), compared to 
31% (12 of 39) of the gradual improvements. 

If all patients had a tendency to improve over the 6 
study weeks, by weeks 4, 5, and 6 few patients with 
CGI scores of 4 or more would remain. Therefore, by 
then abrupt improvement would be uncommon. 

To test for this possible artifact, for each study week 
we determined the ratio of patients who had abrupt 
improvements to the preceding week’s unimproved pa- 
tients (those capable of abrupt improvement). As 
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TABLE 1. Timing of Onset of Abrupt and Gradual Improvement in Depressed Patients Taking Placebo* 


Abrupt Improvement 


Week of Initial Number _improved__ 
Improvement Eligible N % 
Early 
1 104 14 13 
2 82 8 10 
Late 
3 65 8 12 
4 62 2 3 
5 54 1 2 
6 50 0 0 


hi-S 
Gradual Improvement hae 
Number _Improved_ x 
Eligible N % (df=1) p 
40 4 10 0.32 n.s 
44 8 18 1.33 nS 
45 9 20 1.20 n.s. 
31 6 19 6.34 0.009 
31 7 23 9.95 0.002 
27 5 19 9.90 0.002 


*Significant overall difference between abrupt and gradual improvements (z=3.9, p=0.0001, two-tailed Mann-Whitney test corrected for ties). 
Proportion of patients with abrupt improvements (in relation to number eligible) versus proportion of patients with gradual improvements 
for each week; e.g., for week 1, 14 of 104 versus four of 40 (y7=0.32, df=1, n.s.). 


shown in table 1, between 10% and 13% of those 
eligible had abrupt improvements in weeks 1 to 3, but 
in weeks 4 to 6 only 0% to 3% of those eligible did so. 

In contrast, the proportion of patients who had 
gradual improvements while taking placebo, in rela- 
tion to- the previous week’s slightly improved patients 
(those capable of gradual improvement), was relatively 
constant throughout the study; 10% in week 1 and 
18% —23% thereafter. The fact that 10% could have a 
gradual improvement after 1 week is explained by the 
fact that at baseline these patients were minimally im- 
proved (compared to their status before the last 7 days 
of single-blind placebo administration). 

To further contrast the times of onset for the abrupt 
and gradual improvements, each week was studied. 
Uncorrected chi-square tests compared the propor- 
tions of patients with abrupt and gradual improve- 
ments among the eligible patients for each of the 6 
weeks (table 1). According to the Bonferroni method 
of correction for the increased chance of finding a sig- 
nificant difference with six separate tests (17), the chi- 
square value would have to exceed 6.9 for significance 
to be declared with an overall error rate of 0.05. With 
this conservative correction, there were statistically 
significant differences between the proportions of pa- 
tients improving abruptly and gradually in weeks 4-6. 
There was clearly a tendency toward increasing differ- 
ences over time: abrupt improvements with placebo 
were less likely to occur from week 4 on. 

Table 2 shows the proportions of patients with 
abrupt and gradual improvements whose improve- 
ment persisted, Persistence was more common among 
the patients with gradual improvements than among 
those with abrupt improvements, and this difference 
increased with time. However, the abrupt improve- 
ments occurred earlier, so their lack of persistence may 
simply be due to the fact that these patients had more 
time to relapse. 

Using the Mantel-Haenszel summary chi-square 
test, we adjusted for the different lengths of time that 
the patients with abrupt and gradual improvements 
were followed, thus taking into account the different 
risks for relapse. The overall proportion of improve- 
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TABLE 2. Persistence of Abrupt and Gradual Im>rovement in De- 
pressed Patients Taking Placebo 


Abrupt Improvement Gradual Improvement 


` Persistent Persistent 
Improve- Improve- 

Week of 
Initial Im- Number ee Numter sauces 
provement Improved N So Improved N % 
1 14 3 21 4 2 50 
2 8 1 13 8 3 38 
3 8 0 0 9 4 44 
4 2 0 0 6 4 67 
5 1 0 0 7 5 71 


ments that were persistent differed significantly be- 
tween the patients with abrupt and gradual improve- 
ments (Mantel-Haenszel *=9.9, df=1, p=0.002). 


DISCUSSION 


Our findings suggest thet two types of improvement 
occur with placebo. Abrupt improvements occur early 
and are less likely to persist. In contrast, gradual im- 
provements occur evenly throughout the first 6 weeks 
of treatment and tend to persist. 

Abrupt improvement may be associated with the an- 
ticipation of help, thus engendering optimism. It is 
therefore logical that it occurs early :n treatment. 
Abrupt improvement during placebo treatment bears 
little resemblance to true response to an-idepressants, 
which persists and occurs after a 2-week delay (14, 
15). In contrast, the gradual improvements in this 
study of placebo resembled the true drug response, 
since 70% occurred after a 2-week delay and approx- 
imately 50% persisted. We attribute gracual improve- 
ment to spontaneous remission. 

The dramatic onset of abrupt, transiznt improve- 
ment in mood suggests that some endog2nous mood- 
elevating substance may mediate abrupt ir.provement. 
Phenylethylamine is a possible candidate, since it has 
been suggested that it is an endogenous amphetamine 
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(18). Amphetamines notoriously produce only quick, 
transient benefits for most depressed patients. 

Although our data support the concept of different 
types of improvement during placebo administration, 
they are not conclusive. Demonstration of differences 
in a biochemical or psychological variable would be 
trenchant. Replication with a new group of patients 
would also be helpful. In the study described in the 
following paper (19), we examined data from patients 
receiving antidepressants to determine if the pattern of 
abrupt and gradual improvements in the patients tak- 
ing placebo could be discerned in the hiatus before the 
or:set of true drug benefits. 
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Different Types of Placebo Response 
in Patients Receiving Antidepressants 
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Jonathan W. Stewart, M.D., Wilma Harrison, M.D., Donald C. Ross, Ph.D., 
Elaine Tricamo, R.N., Joseph Fleiss, Ph.D., 

Jeffrey Markowitz, Dr.P.H., and Donald F. Klein, M.D. 


Objective: The authors studied the responses of drug-treated patients in an attempt to 
validate observations about abrupt and gradual improvements in patients receiving placebo. 
Since previous data suggested that in the first 2 weeks of antidepressant treatment speciic 
drug effects are unlikely, the authors hypothesized that this improvement is a placebo effect. 
Therefore, in the first 2 weeks of antidepressant treatment abrupt and gradual improvemeris 
should have the characteristics of their placebo counterparts. Method: The subjects were 253 
patients in controlled antidepressant trials lasting 6 weeks. Results: The percentage of abrubt 
improvements that occurred in the first 2 weeks was higher than that for gradual improre- 
ments. Abrupt improvements during the first 2 weeks of drug treatmeat were also less 
persistent than gradual improvements with drug and no more persistent than improvemerts 
with placebo during the same period. However, in weeks 3, 4, and S, abrupt and gradval 
improvements with drug were equally persistent and both were more persistent than abrupt 
improvements with placebo. Conclusions: These data support the authors’ findings abcut 
placebo. Abrupt improvements during treatment with both drug and placebo are more likeiy 
during the first 2 weeks of treatment and are less likely to persist than gradual improvemen!s. 
The fact that persistence of abrupt improvements with drug in weeks 1 and 2 appecrs 
different from that of gradual improvements but appears no different after week 3 suggests 


that the mechanism of action of abrupt improvement with drug changes after week 2. 


(Am J Psychiatry 1991; 148:197-203) 


n our study described in the preceding article (1), 

depressed patients receiving placebo had two types 
of improvement: abrupt and gradual. The abrupt im- 
provements occurred earlier and were more likely to be 
transient. Gradual improvement may result from spon- 
taneous remission during placebo treatment. Abrupt 
improvement may stem from the optimism engendered 
by a care giver and therefore may be a true placebo 
effect. In this study, data from patients treated with 
antidepressants were used to validate our observations 
of placebo-treated patients. 

Improvement during drug treatment can be due to 
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specific drug effects, spontaneous remission, or pla- 
cebo effects. We have presented data (2, 3) which sug- 
gest that in the first 2 weeks of antidepressant therapy 
specific drug effects are unl:kely. Therefore, during this 
period the majority of benefit is attributable to non- 
specific effects and abrupt and gradual improvements 
should have the characteristics of abrupt and gradual 
improvements with placebo. For the purpose of this 
paper, we will consider most improvements in weeks 1 
and 2 of drug treatment tc be placebo eftects. 

The placebo studies lasted 6 weeks, and we divided 
them into two periods, weeks 1 and 2 anc weeks 3-5. 
No predictions were made about week 6 because the 
ratings ended then and it was not possible to assess the 
persistence of improvement that began in week 6. Of 
the abrupt improvements with placebo, £7% (22 of 
33) occurred in weeks 1 and 2 and 33% (11 of 33) 
occurred in weeks 3—5 (1). Of the abruat improve- 
ments in weeks 1 and 2, 82% (18 of 22) were not 
persistent. Of the gradual improvements with placebo, 
30% (12 of 39) occurred in weeks 1 and 2 and 56% 
(22 of 39) were in weeks 3—5. We assumed that anti- 
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depressants would not block these abrupt improve- 
rents with placebo and that they could be observed in 
patients receiving antidepressants. 

In weeks 3—5 of placebo administration few an 
improvements occurred. Therefore, in weeks 3—5 of 
antidepressant therapy abrupt improvements should 
be true drug effects and should be as persistent as grad- 
ual improvements. 

Following are the nypotheses we made about the 
patterns we expected to see in the data on drug-treated 
patients. They involve time of onset of improvement 
(hypotheses 1—3), persistence of improvement (hypoth- 
eses 4-8), and interaction of time, type, and persis- 
tence of improvement (hypothesis 9). 

1. The onset of ab-upt nonpersistent improvement 
will be earlier than the onset of gradual improvement. 
If we focus only on nonpersistent improvements (as- 
sumed to be placebo effects), a greater proportion of 
abrupt improvements should mimic the improvements 
with placebo and occur early in the study. 

2. The difference in time of onset between abrupt 
and gradual improvements cannot be attributed to an 
artifact, i.e., the absence of unimproved patients in 
weeks 3-5. 

3. The times of onset of abrupt and gradual persist- 
ent improvements will not differ. 

4. Abrupt improvements during weeks 1 and 2 will 
be less persistent than gradual improvements in this 
period. 

5. Abrupt improvements in weeks 1 and 2 will be 
ro more persistent than abrupt improvements among 
placebo-treated patients during the same period. 

6. Abrupt improvements in weeks 3-5 will be as 
persistent as gradual improvements in this period, 
since they are more likely to be due to specific drug 
effects than were the improvements with placebo. 

7. Since the gradual improvements in weeks 3—5 of 
placebo administration were probably the effects of 
spontaneous remission, abrupt improvements in weeks 
3-5 of drug treatment will be as persistent as gradual 
improvements with placebo. 

8. Abrupt improvements in weeks 3-5 of drug 
treatment will be more persistent than abrupt improve- 
ments with placebo in the same period. 

9. The interaction of the following three aspects of 
improvement will be significant: time of onset (weeks 1 
and 2 versus weeks 3—5), type (abrupt drug versus 
gradual drug and abrupt drug versus abrupt placebo), 
and persistence. Such an interaction would suggest a 
difference in the neurophysiologic basis of abrupt im- 
provement with drug treatment between weeks 1 and 2 
and weeks 3-5. 


METHOD 
Eight clinical antidepressant trials conducted by our 
group in an outpatient research clinic over 7 years con- 


stituted our data base (4—11). In this paper, we present 
data from drug-treated patients in four placebo-con- 
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trolled studies (8—11), described in our earlier report 
(1), and from four studies that included comparisons 
of active drugs only (4-7). The studies were double- 
blind, and all of the patients were between the ages of 
18 and 65 years, met the DSM-III criteria for major 
depression or dysthymia, and consented to research par- 
ticipation. The overwhelming majority were outpatients. 

Moderately depressed patients entered placebo-con- 
trolled trials, and more severely depressed patients 
(Hamilton score=18) entered drug-drug trials. Each 
study lasted 6 weeks. The 180 patients with moderate 
depression were randomly assigned to active drug (mi- 
anserin, imipramine, desipramine, or phenelzine), and 
the 83 patients with more severe depression were 
treated with mianserin, amitriptyline, desipramine, 
tranylcypromine, or phenelzine. Other than use of dif- 
ferent medication and lack of placebo conditions in 
some, the designs of these studies were equivalent. We 
pooled patients from several studies because large 
numbers of patients are required to detect patterns 
with relatively weak effects. This was particularly true 
because only the first 2 weeks of study were relevant 
for most observations. Any bias associated with pooling 
should tend to obscure, rather than enhance, patterns. 

The procedures, measures, and definitions of abrupt, 
gradual, and persistent improvement are identical to 
those in the paper preceding this one (1). Each drug 
trial followed a 10-day single-blind placebo washout 
period. The patients who improved during this period 
were removed. 

The approach to data analysis was to first contrast 
abrupt and gradual improvement within the more se- 
verely depressed group and the moderately depressed 
group. If the distributions within the two groups ap- 
peared similar, the two groups were combined and 
the overall abrupt and gradual improvements were 
compared. 

The statistical tests used were similar to those used 
in our analyses of improvement patterns of placebo- 
treated patients (1). Distributions of times of onset for 
abrupt and gradual improvements were analyzed by 
means of Mann-Whitney tests. Stability of improve- 
ment (persistent versus transient) was analyzed with 
the Mantel-Haenszel summary chi-square test to ad- 
just for the different lengths of time that improved 
patients were followed (12). To test the interaction of 
treatment (drug versus placebo), time of improvement 
(early versus late), and course of improvement (persist- 
ent versus transient), Bartlett’s test for interaction was 
performed (13). 


RESULTS 


Of the moderately depressed patients, 22% (40 of 
180) had abrupt improvements and 49% (89 of 180) 
had gradual improvements. Of the more severely de- 
pressed patients, 28% (23 of 83) had abrupt improve- 
ments and 48% (40 of 83) had gradual improvements. 

In our previous study of placebo-treated patients (1), 
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TABLE 1. Timing of Onset of Abrupt and Gradual Improvement in Depressed Patients Taking Antidepressants Whose Improvement Did 


Not Persist 


Abrupt Improvement 





Number 
Eligible 


Group and Week of 


Initial Improvement N 


More severe depression (N=83) 
Early 
1 oe 
2 
Late 
3 
4 
5 
Moderate depression (N=180) 
Early 
1 ts 
2 
Late 
3 
4 


m N 


| | 
ONU 


pà ped Aa wr SO 


S 
Total (N=263) 
Early 
1 


2 
Late 
3 116 
4 
5 60 


23% (33 of 144) had abrupt improvements and 27% 
(39 of 144) had gradual improvements. Thus, there 
was no significant difference between the two drug 
groups and the placebo group in the proportion of 
abrupt responders: 22%, 28%, and 23%, respectively 
(x?=1.1, df=2, n.s.). The proportions of gradual im- 
provements in the two drug groups were also similar 
(49% and 48%), and both were significantly greater 
than the proportion of gradual improvements with pla- 
cebo (27%), both overall (x?=18.5, df=2, p=0.001) and 
in comparisons of placebo versus drug in the moderately 
depressed patients (x7=15.8, df=1, p=0.001) and of 
placebo versus drug in the patients with more severe de- 
pression (x?=9.4, df=1, p=0.002). 


Time of Onset of Improvement 


Nonpersistent improvement. The time of onset of 
nonpersistent improvement differed between the 
abrupt and gradual improvements. Table 1 shows the 
distribution of nonpersistent improvements by week of 
occurrence. For the patients with more severe depres- 
sion, 62% (eight of 13) of the abrupt improvements 
but 38% (three of eight) of the gradual improvements 
occurred in the first 2 weeks. In the moderately de- 
pressed group, 70% (14 of 20) of the abrupt improve- 
ments but 44% (11 of 25) of the gradual improve- 
ments occurred in the first 2 weeks. For all the patients 
who experienced nonpersistent improvement, 67% 
(22 of 33) of the abrupt improvements but only 48% 
(16 of 33) of the gradual improvements occurred in the 
first 2 weeks. Thus, the relationship between the times 
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% 


A CO 


NAH 


Gradual Improvement Mann-Whitney Test 


Number _Improved_ ___(Gwortailed) _ 
Eligible N % z p 
1.59 0.11 
A 1 = 
2 
== 3 — 
EEA 0 = 
2 
1.94 0.05 
ee 4 tf 
9 
— 5 — 
sees. 6 =. 
1 
2.50 0.01 
61 5 8 
89 11 12 
86 8 9 
92 6 7 
65 3 5 


of onset of nonpersistent abrupt and gradual improve- 
ments with drug appears to be similar to zhat for pla- 
cebo in that abrupt improvements occur zarlier in the 
6-week period. 

If all patients tended to improve over time, few un- 
improved patients would remain in weeks 4 and 5 and 
by definition abrupt improvement would be uncom- 
mon. Therefore, the difference in time of onset be- 
tween the abrupt and gradual improvements might be 
an artifact. We hypothesized that this was not the case 
and, for each study week, compared thz number of 
abrupt and gradual improvements to the number of 
patients eligible for such improvements. As shown in 
table 1, for the total group of patients with nonpersis- 
tent improvement, in week 1 the percentages of abrupt 
and gradual improvements were equal (8%). Thereaf- 
ter, the percentages for abrupt improvement dimin- 
ished consistently. Only in week 1 were the percent- 
ages of abrupt and gradual improvements equal, in 
spite of the fact that from week 3 on 60—116 patients 
were unimproved and capable of abrupt improvement. 
Therefore, the difference in distribution fo-ind with the 
Mann-Whitney test does not appear to be an artifact of 
group improvement over time. This is essentially what 
was found with placebo: only in week 1 was the per- 
centage of abrupt improvements with placebo greater 
than the percentage of gradual improvements (1). 

Persistent improvement. In the more severely de- 
pressed group, 25% (two of eight) of the abrupt im- 
provements and 26% (seven of 27) of the gradual im- 
provements occurred in the first 2 weeks (table 2). In 
the moderately depressed group, 18% (three of 17) of 
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TABLE 2. Timing of Onset of Abrupt and Gradual Improvement in Depressed Patients Taking Antidepressants Whose Improvement Per- 





ststed 
Abrupt Improvement Gradual Improvement Mann-Whitney Test 
Group and Week of Number Improved” Number Improved _ (twotaäled) 
Initial Improvement Eligible N Eligible - N % z p 
More severe depression (N=83) 0.16 n.s 
Early 
1 — 0 — 1 — 
2 — 2 — 6 — 
Late 
3 — 3 — 9 — 
4 — 1 — 7 — 
5 — 2 — 4 — 
Moderate depression (N=180) 0.49 n.s. 
Early 
1 — 2 _ 3 — 
2 — 1 — 8 — 
Late 
3 — 5 — 8 — 
4 -—— 5 — 15 — 
5 — 4 _ 15 — 
Total (N=263) 0.20 n.s. 
Early 
1 202 2 1 61 4 7 
2 147 3 2 89 14 16 
Late 
3 116 8 7 86 17 20 
4 70 6 9 92 22 24 
5 60 6 10 65 19 29 


the abrupt improvements and 22% (11 of 49) of the 
gradual improvements occurred in the first 2 weeks. 
Mann-Whitney tests indicated that the differences be- 
tween the times of onset of the abrupt and gradual 
improvements were not significant. 

In the total group of patients with persistent im- 
provement, in every week the proportion of abrupt 
improvements, in relation to the number of patients 
eligible, was less than the proportion of gradual im- 
provements (table 2). 

Overall findings. The only week in which the pro- 
portion of abrupt improvements was equal to the pro- 
portion of gradual improvements was week 1, and this 
was true only for nonpersistent improvement. The re- 
lationship between the times of onset for abrupt and 
gradual improvements with placebo (1) also appears to 
characterize abrupt and gradual nonpersistent im- 
provements with drug. This is consistent with the 
hypotheses that these improvements during drug treat- 
ment are placebo responses and that the mechanisms 
responsible for them are similar to those for improve- 
ments during placebo treatment. 


Persistence of Improvement 


An improvement was defined as persistent if it was 
not followed by relapse during the period of observa- 
tion. Table 3 shows the numbers of persistent abrupt 
and gradual improvements by week of onset. Among 
the total group of patients, the greatest differences be- 
tween abrupt and gradual improvements in the per- 
centage that were persistent were in weeks 1 and 2 


200 


(week 1, 11% and 44%, respectively; week 2, 33% 
and 56%), which is consistent with the hypothesis that 
abrupt improvements in weeks 1 and 2 are nonpersis- 
tent placebo responses. 

However, the abrupt improvements tended to occur 
early in the study (18 abrupt versus nine gradual im- 
provements in week 1), whereas the gradual improve- 
ments tended to occur more uniformly over time. Since 
the abrupt improvements tended to occur early, these 
patients had a greater opportunity to relapse before the 
end of the study. To control for this possible con- 
founding effect, the Mantel-Haenszel summary chi- 
square test was done. This test adjusts for the different 
risks of relapse attributable to the different lengths of 
time the groups with abrupt and gradual improve- 
ments were observed. The Mantel-Haenszel test was 
done for each period (weeks 1 and 2, weeks 3-5, and 
weeks 1-5) and for the moderately and more severely 
depressed patients separately and combined. The re- 
sults are summarized in table 3. Within each time pe- 
riod for each group, there was some fluctuation in out- 
come because of the small numbers of subjects. We 
therefore focus attention on the results with the total 
group. For weeks 1 and 2 the difference was signifi- 
cant, suggesting abrupt improvement early in drug 
treatment is less persistent than gradual improvement. 

The persistence of the abrupt improvements in 
weeks 1 and 2 among the total group of patients re- 
ceiving drug was contrasted with that for the patients 
receiving placebo (1). No difference was found in the 
proportions of persistent improvement (Mantel-Haens- 
zel x*=0.0, df=1, n.s.). 
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TABLE 3. Persistence of Abrupt and Gradua! Improvement in Depressed Patients Taking Antidepressants 





Abrupt Improvement 


Persistent 
Group and Week of Number improvement 
Initial Improvement Improved N- % 
More severe depression 
Weeks 1 and 2 
1 7 0 0 
2 3 2 67 
Weeks 3-5 
3 6 3 50 
4 3 1 33 
5 2 2 100 
Weeks 1-5 
Moderate depression 
Weeks 1 and 2 
1 11 2 18 
2 6 1 17 
Weeks 3-5 
3 9 5 56 
4 6 5 83 
5 5 4 80 
Weeks 1-5 
Total 
Weeks 1 and 2 
1 18 2 11 
2 9 3 33 
Weeks 3-5 
3 15 8 53 
4 9 6 67 
5 7 6 86 
Weeks 1-5 


We had predicted that the abrupt and gradual im- 
provements during weeks 3—5 of drug treatment 
would be equally persistent. The Mantel-Haenszel test 
indicated that the proportions of persistent improve- 
ment for weeks 3—5 were not significantly different. 

A Mantel-Haenszel test also showed no significant 
difference between the proportion of gradual improve- 
ments during weeks 3—5 of placebo administration 
that were persistent (1) and the proportion of persist- 
ent abrupt improvements with drug during the same 
period (x*=0.36, df=1, n.s.). 

We had also hypothesized that abrupt improve- 
ments during weeks 3—5 of drug treatment would be 
more persistent than abrupt improvements with pla- 
cebo in the same period. The proportions of abrupt 
improvements in weeks 3—5 that were persistent were 
65% (20 of 31) for drug and 0% (none of 11) for 
placebo, which were significantly different according 
to a Mantel-Haenszel test (x*=9.44, df=1, p=0.002), 
even when the differences in time of onset were cor- 
rected for. 


Difference in Mechanism of Abrupt Improvement 
Between Weeks 1 and 2 and Weeks 3-5 


We predicted a significant interaction among time of 
response (weeks 1 and 2 versus weeks 3—5), type of 
improvement (abrupt drug versus gradual drug and 
abrupt drug versus abrupt placebo), and the propor- 
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Gradual Improvement Mantel-Haenszel 


Persistent Summary 
Number Improvement ` CH-Square Test 
Improved N % x? (dr=1) p 
1.4 ILS. 
2 1 50 
8 6 75 
2.2 rS. 
12 9 75 
7 7 100 
6 4 67 
3.5 0.06 
2.3 0.09 
7 3 43 
17 8 47 
0.3 n.s 
13 8 62 
21 15 71 
16 15 94 
1.5 n.s 
4.4 0.04 
9 4 44 
25 14 56 
12 n.s. 
25 17 68 
28 22 79 
22 19 86 
47 0.03 


tion of persistent improvements. 3artlett’s test was 
used to contrast the difference between th= proportions 
of abrupt and gradual persistent improvements with 
drug in weeks 1 and 2 with the co-responding differ- 
ence for weeks 3—5. The persistence of the gradual and 
abrupt improvements in the severely depressed, mod- 
erately depressed, and total patient groups is shown in 
table 4. All differences were in the same d:rection, so to 
simplify the presentation we will discuss only the com- 
parisons for the total group. In weeks 1 and 2, the 
difference in persistence between a-rupt improvement 
(19%) and gradual improvement (3%) was 34%. In 
weeks 3—5, there was a 12% difference (65% and 
77%, respectively). The relatively large difference in 
weeks 1 and 2 and the relatively small difference in 
weeks 3—5 were as expected, but the interaction was 
not significant (y7=1.6, df=1, p=0.2). 

We also contrasted the data on persistence for the 
total group of patients with those for the placebo- 
treated patients previously studied (table 4). There was 
a significant interaction between abrupt improvements 
with drug and abrupt improvements with placebo. 
This finding is attributable to the low pzrcentages of 
persistence (19% and 13%, respectively) for both 
groups (drug and placebo! in weeks 1 ani 2. In weeks 
3-5, 65% of the abrupt improvements with drug and 
0% of the abrupt improvements with placebo were 
persistent. This finding is consistent with the hypoth- 
esis that only in weeks 1 and 2 are abrupt improve- 
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PLACEBO RESPONSE TO ANTIDEPRESSANTS 


that 4. Interaction Among Time of Onset, Type, and Persistence of Improvement in Depressed Patients Taking Antidepressants or 
cebo ; 








Onset of Improvement ; Onset of Improvement 
in Weeks 1 and 2 ; in Weeks 3-5 
Persistent Persistent 
Speed of Improvement and Number -improvement Number improvement 
zoup Improved N % ' Improved N % 
Abrupt improvement 
Drug 27 5 19 31 20 65 
More severe depression 10 2 20 11 6 55 
Moderate depression 17 3 18 20 14 70 
Placebo 22 4 18 11 0 0 
G-adual improvement 
Drug 34 18 53 75 58 77 
More severe depression 10 7 70 25 20 80 
Moderate depression 24 11 46 50 38 75 
Placebo 12 5 42 22 13 59 


*The data on patients receiving placebo are from the study reported in the preceding article (1). The interaction between abrupt improvements 
in the total group of drug-treated patients and in the placebo-treated patients was significant (x*=8.7, df=1, p=0.003, Bartlett’s test). 


ments with drug and placebo similar and that the _ ologic process is responsible for early abrupt improve- 
abrupt improvements in weeks 3—5 differ. When the ments during drug and placebo treatment. Abrupt 
data from the severely and moderately depressed pa- improvements with drug and placebo that occur later 
tients given drug were separately compared with the than 2 weeks appear to be different. This finding co- 
data from the placebo-treated patients, there were vir-  incides with the hypothesized time of onset of true 

tually identical interactions (these data are availableon antidepressant effects (2, 3). 
request). Thus, there appear to be two types of abrupt im- 
When the gradual improvements with placebo and provements during drug treatment: an early placebo 
drug were contrasted, there was little evidence of an effect and a later specific drug response. Gradual im- 
interaction (y7=0.2, df=1, n.s.); for weeks 1 and2the provements during drug treatment presumably include 
difference in persistence between the drug and placebo both spontaneous remissions and true drug responses. 
groups was 11%, and for weeks 3-5 the difference was In our study there was little difference between the 
13% (table 4). This is consistent with the interpreta- gradual improvements with drug and placebo either 
tion that the same mechanism is responsible for grad- early or late in treatment, so it is impossible to deter- 
ual improvement in both the early and later weeks of mine which gradual improvements during drug treat- 
drug treatment. ment were due to spontaneous remission. However, 
there were about twice as many gradual improvements 
with drug (49%, 129 of 263) as with placebo (27%, 

DISCUSSION 39 of 144). 

Our findings therefore suggest several routes to im- 
The results of our previous study (1) suggested there provement during drug treatment. Patients who 
are two types of improvements during placebo admin- abruptly improve early in treatment probably improve 
istration. The abrupt improvement occurs early and as a result of a placebo effect; late abrupt and gradual 
has a low likelihood of persisting. In contrast, gradual improvements appear to be persistent, true drug ef- 
improvements with placebo are evenly distributed over fects. Although; gradual improvements due to sponta- 


the first 6 weeks of treatment and tend to persist. neous remission must occur during drug treatment, we 
To what extent are these observations validated by were unable to individually identify them. 
the responses of patients receiving drug? Many factors This work has implications for the clinician. We se- 


contribute to change in clinical status among patients lected 2 weeks as the point to divide the study into | 
teking antidepressants, including hope, true drug re- phases. Although empirically derived from prior work, 
sponse, and nonspecific therapeutic effects. In some this cutoff is somewhat arbitrary. Depending on dose, 
patients, side effects may obscure beneficial effects. rate of absorption of drug, diagnosis, and other vari- 

In spite of such obfuscating factors, in weeks 1 and ables, the onset of true antidepressant effect might be 
2 of the trials we examined, the abrupt improvements slightly earlier or later than 2 weeks. The important 
of drug-treated patients appeared indistinguishable point is that abrupt improvement early in drug treat- 
from the abrupt improvements of patients receiving: ment has a good chance ‘of being a placebo effect and 
placebo. Few of them persisted. This analysis serves as of being followed by relapse. Abrupt improvement was 
an independent replication of our observation of observed in both the severely and moderately de- 
abrupt improvement with placebo. The data are con- pressed patients receiving drug. Patients with this type 
sistent with the hypothesis that the same neurophysi- of response should be observed closely over time be- 
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cause relapse is likely. If such patients relapse, it might 
not mean that they have ceased to experience a true 
drug effect and that antidepressants are not a useful 
treatment for them. Rather, it may mean that improve- 
ment with the first drug was nonspecific and that an- 
other antidepressant should be tried. This may also 
apply to sudden improvement with psychotherapy. Such 
patients should be observed more closely for relapse. 

In summary, the validity of our previous observa- 
tions about abrupt improvement during placebo ad- 
ministration (1) was enhanced by the data from drug- 
treated patients. Researchers studying placebo effects 
should consider these observations, which may be ap- 
plicable to other areas. Our findings should encourage 
separate examination of the different types of improve- 
ment in studies of the biochemical basis of improve- 
ment during drug or placebo administration. 
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A National Study of Psychiatric Hospital Care 


Robert A. Dorwart, M.D., M.P.H., Mark Schlesinger, Ph.D., 


Harriet Davidson, Ph.D., Sherrie Epstein, B.A., B.Sc., and Claudia Hoover, M.A. 


Background: The delivery system for psychiatric inpatient services in the United States has 
changed dramatically over the past 30 years, undergoing a marked privatization. Method: To 
assess the ejfect of changes in ownership and types of inpatient settings on the structure of 
the mental health services system, the authors surveyed a national sample of nonfederal 
mentat health facilities in 1988. Results: Comparing their data to those of earlier surveys, 
they found that a decline in the number of patients per staff occurred in most settings over 
the last decade, suggesting that this aspect of quality of care may have improved. They 
observed important ownership-related differences in 1988 in diagnostic mix (e.g., more 
schizophrenia treated in public facilities than in private ones) and in payer source (e.g., more 
third-party revenues in public facilities than occurred in the past). Conclusions: There was a 
significant interaction between ownership form and type of facility, suggesting that the type 
of inpatient setting, ownership, and the relation between the two should be considered in 
assessing the impact of privatization on the accessibility of health care available for the 
mentaily ill. The authors found that the increase in private psychiatric hospitals has widened 
the availability and choice of treatment facilities for those with private funding sources 
(especially children and adolescents) but has not had a similar effect in increasing sources of 


care for the seriously mentally ill dependent upon public financing. 


(Am J Psychiatry 1991; 148:204~210) 


he system of hosrital care in the United States has 

evolved and changed dramatically in the twenti- 
eth century, and one important dimension of change 
has been increasing p-ivatization and corporatization 
(1, 2). The trends toward for-profit ownership and em- 
phasis on the business aspects of health care have also 
recently influenced the development of psychiatric hos- 
pital services (3, 4). The growth of private hospital 
services has not only changed the mix of ownership of 
inpatient mental health care providers, but it may po- 
tentially influence access to and the nature of mental 
health care. Several previous studies have described the 
trends in the numbers of facilities and of patients. The 
current study examined, through a national survey of 
irpatient mental health facilities, the trends and differ- 
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ences in patient care in hospitals as a function of own- 
ership (public versus private) and type (general versus 
specialty). This paper summarizes findings with respect 
to diagnostic mix, source of payment, staffing patterns, 
and selected aspects of quality assurance and commu- 
nity services. 

The economist Burton Weisbrod (5) noted that dif- 
ferent ownership forms—proprietary, public, and 
nonprofit—typically have characteristic missions and 
goals. Using legal ownership as a proxy for mission, 
our study suggests that some of these differences apply 
to psychiatric hospitals. The initial focus of the current 
study was to examine the relationship between own- 
ership form and a variety of measures related to access 
to and provision of care, such as service mix, diagnos- 
tic mix, payer mix, staffing patterns, quality assurance 
monitoring, and so forth. 

The overall aim of the study was to examine the 
relationship between the ownership of hospitals and 
the extent of 1) access to care, 2) continuity of care for 
patients, and 3) the configuration of the hospital 
mental health care system. We anticipated that these 
dimensions of hospital care would be affected by own- 
ership in several ways. First, the ownership form (for- 
profit, private nonprofit, or public) of the individual 
hospital creates incentives that alter the behavior of the 
institution. Second, the type of facility (specialty or 
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genera] hospital) would influence access to services. 
Third, competition from for-profit hospitals may in- 
fluence the behavior of private nonprofit and public 
institutions in the same local service area. 

In general, we expected that there would be differ- 
ences, related to the ownership form of the hospital, in 
the patient and service mix. For example, on the basis 
of previous studies, we expected that private hospitals 
and general hospitals would tend to treat fewer 
chronic patients and that they would favor patients 
with private insurance. The current study describes the 
effect of ownership form and of hospital type sepa- 
rately and in combination. For purposes of the analy- 
sis, we have used six categories of ownership type: 
public specialty, private nonprofit specialty, private 
for-profit specialty, public general, private nonprofit 
general, and private for-profit general. 

It is estimated that for over two decades roughly 
14% of the total health care expenditures in the United 
States have been for alcohol, drug abuse, and mental 
disorders; however, during this time the system of in- 
patient mental health care in the United States has un- 
dergone major structural changes (6). Today there are 
fewer than one-third as many psychiatric beds as there 
were 30 years ago; admission rates per 100,000 pop- 
ulation to public mental hospitals are now the lowest 
in the past 100 years (7). Whereas 20 years ago 95% of 
these >eds were in the public sector, today less than 
50% are government owned. Although estimates vary, 
we estimate that the number of private psychiatric hos- 
pitals has burgeoned over the past decade, growing 
from 184 in 1979 to more than 450 in 1990 (8). There 
has been a corresponding shift to for-profit ownership, 
with proprietary psychiatric hospitals—largely free- 
standing specialty facilities—growing from 88 in 1979 
to 350 in 1988 (9). Of these, 90% are operated under 
the auspices of investor-owned, multihospital systems 
and over 75% are located in 15 states, primarily in the 
South and West (4). A coinciding change has been the 
growth in the number of psychiatric units (largely non- 
profit) in general hospitals to roughly 1,500 in 1989, 
double the number 20 years earlier (9). As a result, 
private psychiatric beds are currently divided equally 
between specialty (primarily for-profit) and general 
(primarily nonprofit) hospitals. There are reasons to 
expec: that each of these changes may significantly al- 
ter the nature of mental health care in the United States 
(2). Studies of general health care providers have found 
that, compared to public hospitals, private nonprofit 
and particularly for-profit facilities are more likely to 
restrict access to care by uninsured patients (10-12). 

The extent to which newly emerging nonprofit and 
for-profit psychiatric hospitals will differ from their 
older public counterparts will depend on several me- 
diating factors. These include the strength of ties be- 
tween the hospital and community (and therefore ad- 
minis-rators’ sense of a fiduciary responsibility to the 
community) and the extent of competition among 
health care providers based on the prices they charge 
for services. Facilities with a strong sense of commu- 
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nity responsibility will likely develop services that have 
significant community benefits, even if unprofitable, in 
this way emulating the public orientatior of govern- 
ment-operated mental health care facilities (13, 14). 
Historically, private nonprofit hospitals have more of- 
ten espoused a community orientation than have their 
for-profit counterparts, in part because their boards of 
directors tend to be more representative of the com- 
munity (15, 16). This relationship typically developed 
over many years and was particularly strong in those 
facilities founded before World War II, a period in 
which health care institutions depended heavily on 
philanthropy from the community to support their op- 
erating and capital costs (12, 17, 18). Newly con- 
structed psychiatric hospitals, largely for-profit, may 
lack these well-established community ties. Psychiatric 
units established in older community hoszitals may or 
may not emulate the values or mission of the host 
institution (3, 19). 


THE NATIONAL MENTAL HEALTH FACILITIES 
STUDY 


The National Mental Health Facilities Study, con- 
ducted by the Center for Social Policy of the Jchn F. 
Kennedy School of Government, Harvard University, 
and funded by the National Institute of Mental Health 
(NIMH), was designed to address these unanswered 
questions about the ongoing privatization of mental 
health services in the United States. The survey con- 
sisted of a 200-item questionnaire (with telephone fol- 
low-up for missing information) mailed to administra- 
tors of all nonfederal psychiatric hospitals in the 
United States, including community mental health cen- 
ters with inpatient units, and a 75% random sample of 
psychiatric units in nonfederal general hospitals. The 
sample was cross-checked with listings from the 
NIMH Master Facility File, the Americar. Hospital As- 
sociation (AHA), and the National Association of Pri- 
vate Psychiatric Hospitals (NAPPH). A total of 1,500 
hospitals were surveyed in 1988, and responses were 
received from 915 hospitals, a 60% response rate, al- 
though the rate varied from 78% for public specialty 
to 38% for for-profit specialty hospitals. This overall 
rate is comparable to that achieved by similar surveys. 
We received completed survevs from 173 state and 
county mental hospitals, 176 private psychiatric hos- 
pitals, and 566 psychiatric units in general hospitals. 
Of the private psychiatric hespitals, 112 were for- 
profit and 64 were nonprofit. Of the general hospitals, 
413 were nonprofit, 37 were for-profit, znd 116 were 
public. Data were collected between October 1987 and 
May 1988. 

Specific questions were drawn from survey instru- 
ments used by NIMH, AHA, NAPPH, and numerous 
survey researchers. Following revisions by a national 
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TABLE 1. Diagnoses of Patients Admitted to Nonfederal U.S. Psychiatric Hospitals and Units in 19887 


Percent of Patients 


b 


General Hospital Unit 


Specialty Hospital 

Public Nonprofit For-Profit 

(N=172)° (N=63) (N=106)* 

Diagnosis Mean SD Mean SD Mean SD 

Schizophrenia 44.2, 16.7 21.5,. 16.0 18.1, 20.3 

Depression 18.2, 10.0 34.0.4 18.5 34.74 21.0 

Substance abuse 13.1,4 15.0 13. ti 13.4 16.8, 19.5 
Disorders of childhood 

and adolescence 44, 63 10.04 13.5 15.6, 17.6 

Other‘ 20.2, 12.7 21.6,4 13.5 14.6, 11.4 


Public Nonprofit For-Profit 
(N=115)* (N=411)* (N=36) ANOVA 
Mean SD Mean SD Mean SD F df 
29.4, 17.9 23.5, 15.6 217,04 14.7 48.374 5, 896 
27.2, 14.7 35.23 18.9 267,44 20.0 26.20% 5, £98 
13.814 14.6 10.52 13.5 15.9.4 14.7 3.96° 5,&98 
51, 64 51, 94 80,4 10.1 21.764 5,897 
24.3.4 128 25.9, 149 28.0, 22.0 20.674 5,891 


„Data are unweighted with respect to number of patients represented by each reporting institution. 
PMatching subscripts indicate nonsignificant differences. Means in same row that do not share a subscript differ at p<0.05 (Tukey’s Stu- 


dentized range test). 

Mumbers vary slightly for each analysis. 
45<0.0001. 

*F<0.002. 


For example, persor:ality disorders, anxiety disorders, and organic brain syndrome. 


advisory panel, a nationwide pretest was conducted in 
the summer of 1987. The final instrument was distrib- 
uted, and the resulting 915 responses were analyzed by 
using the Statistical Analysis System General Linear 
Models procedure for analysis of variance in order to 
accommodate unequal cell sizes. The overall statistical 
analyses employed the independent variable Owntype. 
Comparisons of individual means used Tukey’s stu- 
dentized range test. 

To try to avoid the possibility of nonresponse bias, 
we took several steps z0 counteract this possibility for 
our survey. The lowest response rate for hospitals in 
our sample was for for-profit specialty facilities (38%). 
In our pretest, we discovered that the reason for non- 
response of many of these facilities was a heightened 
concern with the pressures of competition felt by these 
hospitals or their parent organizations. Despite assur- 
ances of anonymity, respondents expressed fears that 
data about their individual hospital or about a partic- 
ular firm would be identified, to the detriment of their 
competitive position or their image. Still, we received 
112 usable responses cistributed throughout the coun- 
try and between corporate-owned and independent 
hospitals. As an additional check on the possibility of 
sample bias, we compared our findings for this cate- 
gory of hospitals on the variables reported here (diag- 
noses, sources of revenue, and staffing) with data from 
surveys by NIMH (1386) and NAPPH (1988). We 
found the results, where comparable, to be quite con- 
sistent, suggesting only a small risk in generalizing 
from data about our sample to the population of all 
such hospitals. For example, the NAPPH survey of 
private specialty hospitals reported an average of 106 
beds per facility, compared to 108 for these hospitals 
in the current sample. The average occupancy rate re- 
perted: by NAPPH was 68%, compared to 69% in our 
sample. Measures of diagnostic mix and revenue 
source were also similar in the two samples. 
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OWNERSHIP, CONTROL, AND HOSPITAL 
PERFORMANCE 


Access to Care 


Previous studies of psychiatric hospitals have found 
that patients were selected for admission to private hos- 
pitals partly on the basis of ability to pay, but it was 
unclear whether, within ownership categories, specialty 
and general hospitals treated patients with different psy- 
chiatric conditions (14, 20, 21). Nor was it clear whether 
psychiatric units of general hospitals would follow the 
same ownership-related patterns in admitting patients as 
did psychiatric specialty hospitals. 

Diagnostic mix. Table 1 presents the 1988 diagnas- 
tic mix of inpatients in surveyed hospitals, according 
to ownership and type of facility. Several patterns 
emerge. Public hospitals—especially specialty hospi- 
tals—are more likely to treat patients with schizophre- 
nia than are private ones (F=168.03, df=1, 900, 
p=0.0001). Among specialty hospitals, those privately 
owned treated twice as high a proportion of patients 
with a diagnosis of depression. Schizophrenia is usu- 
ally a psychiatric disorder with onset early in life, one 
that is commonly chronic and recurrent and is often 
associated with marked disability of psychosocial 
functioning (22). These patients are costlier if for no 
other reason than that they have a considerably—two 
to three times—longer average length of stay (at least 
in public facilities) than do patients with an affective 
disorder or chemical dependency (6, 20). These case 
mix differences thus suggest that private facilities are 
specializing in disorders that usually respond to short- 
term treatment. For schizophrenia and depression, the 
mix of patients in inpatient psychiatric units of general 
hospitals, whatever their ownership, looks more like 
that of private than public psychiatric hospitals. This 
undoubtedly reflects a focus in these units on patients 
who will respond to short-term treatment, although it is 
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TABLE 2. Source of Revenues for Nonfederal U.S. Psychiatric Hospitals and Units in 1988 





Percent of Revenue? 


Specialty Hospital 
Public x Nonprofit For-Profit 

cries (N=159) (N=64) (N=109) 
Revenue Mean SD Mean SD Mean SD 
Insurance® 13.3, 15.8 53.8, 27.4 68.3, 26.7 
Medicare 17.9, 188 13.5,, 10.9 11.1, 12.3 
Medicaid 22.7, 23.3 10.0, 16.8 9.6, 21.9 
State government 

and contracts 35.1, 40.6 13.0, 24.5 3.6.4 9.9 
Patient and other 9.6... 14.0 7.0, 8.0 5.5, 6.7 





General Hospital Unit 


Public Nonprofit For-Profit 

(N=113)? (N=406)> (N=35)° ANOVA 

Mean SD Mean SD Mean SD F df 
32.4, 22.8 43.1, 18.1 48.7, 154 108.30? 5,875 
19.8, 12.0 25.7, 12.9 27.2.4 13. 27.44% 5, 882 
24.6, 19.9 20.0, 14.5 16.2,, 16.3 12.724 5, 882 
11.2,¢ 215 28, 69 20,0 4 59.42% 5, 880 
11.5, 126 80., 7.7 66,4. 72 5.22% 5,879 


Matching subscripts indicate nonsignificant differences. Means in same row that do not share a subscript differ at p0. (Tukey's Stu- 


dentized range test). 
Numbers vary slightly for each analysis. 


“Blue Cross/Blue Shield, commercial insurance, and health maintenance organizations. 


4,,<0.0001. 


notable that about a quarter of the patient population in 
these units has a primary diagnosis of schizophrenia. 

Specialty hospitals admit a greater proportion of pa- 
tients for treatment of disorders of childhood and ad- 
olescence than do general hospitals (F=24.93, df= 
1, 901, p=0.0001). Among specialty facilities, for- 
profit hospitals treat the largest proportion of these 
patients, followed by private nonprofit facilities. Public 
specialty hospitals treat the smallest proportion (F= 
21.76, df=5, 897, p=0.0001). These types of disor- 
ders have long been characterized by unmet need for 
inpatient care, suggesting that an influx of private cap- 
ital may be filling an important gap. It is also worth 
noting, however, that there have been concerns about 
excessive hospitalization, in lieu of outpatient care (21, 
23). 

Source of revenue. The data in table 2 on source of 
revenues by ownership and type of facility are impor- 
tant for several reasons. First, the intermixing of public 
with private financing in both public and private facil- 
ities is the main statistical effect. Although public spe- 
cialty psychiatric hospitals are often perceived by pol- 
icy makers to be financed by the states apart from 
mainstream health insurance, in fact over half their 
revenues come from third-party payers such as Medi- 
care, Medicaid, and commercial insurers. This is even 
more true for public general hospitals, which obtain 
over three-quarters of their revenues from third-party 
sources. We postulate that, funded in this manner, the 
government-operated system of psychiatric hospitals 
may be subject to many of the same reimbursement- 
induced influences as are their private counterparts. 
Conversely, private hospitals receive a significant pro- 
portion of their funding from public sources, despite 
restrictions and biases against Medicaid payments for 
adult patients ages 21-64 in specialty psychiatric fa- 
cilities (11). Also, among private nonprofit psychiatric 
(specialty) hospitals and general hospital psychiatric 
units, over one-third of all revenues come from public 
auspices under either state grants or Medicaid and 
Medicare. For-profit hospitals receive one-quarter of 
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their revenues from these sources. Comparison of 
payer source as a function of both ownership and type 
of facility is presented in table 2. 

Private insurance paid for more than 40% of psy- 
chiatric patient care overall and more then two-thirds 
of revenues in for-profit specialty hospitals. Blue 
Cross/Blue Shield, the largest private insurer in many 


‘states, paid for 15% of revenues overal” (not shown 


separately in table 2). Health maintenarce organiza- 
tions (HMOs) and preferred provider organizations 
(not shown separately) account for a rekatively small 
proportion of revenues: 5% in nonprofit -acilities (7% 
in nonprofit specialty facilities) and less than 1% in 
public ones. Since HMOs enrolled one-tenth of the 
American population at the time, these numbers are 
strikingly low. They suggest that HMOs may be un- 
usually effective at avoiding hespita.izat on, may en- 
roll an atypically healthy population, or may signifi- 
cantly restrict access to mental healta caze (24—27). 


Quality of Care 


In the absence of reliable outcome measures, indirect 
indicators must serve to measure cualizy in mental 
health care (28). To this end, we collectec information 
on staffing patterns and policies conzern ng aftercare. 
Although there may not always be an wnambiguous 
link between these measures and health outcomes, we 
believe that they offer some useful irsights into deter- 
mining quality of inpatient treatmen:z. 

Staffing ratios. The number of patients per full-time 
equivalent staff (patient-staff ratios) reported on the 
survey is shown by ownership and -ype of facility in 
table 3. We distinguish here between psychiatrists em- 
ployed by the hospital and those ir private practice 
who provide inpatient care only for patients they have 
admitted. The 1988 data collected ir. thi: survey were 
also compared with data collected in earlier NIMH 
surveys. When we made adjustments for differences in 
data collection methods, we found that, over the past 
10 years, there have been significan- decreases in the 
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TABLE 3. Ratio of Patients to Full-Time Staff in Nonfederal U.S. Psychiatric Hospitals and Units in 1988 


Specialty Hospital General Hospital Unit 
Public Nonprofit For-Profit Public Nonprofit For-Profit 
Ratio®® Ratio”? Ratio™? Ratio™? Ratio™? Ratio*® ANOVA 
Staff Nê Mean SD N* Mean SD N° Mean SD N° Mean SD N° Mean SD N° Mean SD F df 
All psychiatrists 167 31.7, 32.6 64 12.8, 17.2 111 18.5, 29.2113 11.1, 11.2 405 9.3. 8.0 35 13.1pe 16.7 33.29° 5,839 


Staff psychiatrists 165 32.0, 32.6 52 21.6. 
Private attending 


26.7 77 31.6. 29.0 71 10.1, 


11.0 235 15.5, 14.1 13 16.0, 14.2 16.07° 5,607 


psychiatrists — — 43 29.3,, 32.7 93 33.1, 48.4 62 17.8,. 15.7 360 15.9, 19.6 32 14.8,. 17.2 9.31% 5, 535 
Psychologists 160 68.5, 75.6 53 26.2. 35.7 70 43. a 37.7 63 15.6, 13.6 203 19.3, 16.2 14 17.3, 8.5 25.99° 5, 557 
Sacial workers 170 29.6, 30.1 60 10. 8, 11.4 105 16.7, 17.6 107 12.1, 20.6 383 12.7, 9.6 34 17.1, 12.6 23.67% 5, 853 
Registered nurses 170 5.8, 6.063 3.0, 4.9109 3.8, 48111 18. 1.6404 1.7. 1735 23, 3.3 34.47° 5,836 
L.P.N., mental 

health worker, 

other direct 

care provider 155 15, 1545 15,, 15 91 15, 0.8 77 1.6,, 1.1 246 24, 1829 20, 10 4.444 5,637 


_Based on responses greater than zero. 


‘Matching subscripts indicate nonsignificant differences. Means in same row that do not share a subscript differ at p<0.05 (Tukey’s Stu- 


dentized range test). 
“p<0.0001. 
450.0005. 


ratio of patients to professional staff in inpatient units 
both in public and private facilities. These changes 
have been greatest in facilities that previously had the 
least adequate staffing (e.g., state and county hospi- 
tals), leading to a convergence on this measure of 
quality of care over time across different types of own- 
ership. Nonprofit facilities also still have lower patient- 
staff ratios than do public or for-profit facilities in 
most, but not all, categories of professional staffing, 
e.g., psychiatrists, psychologists, social workers, and 
registered nurses (29). Overall, public psychiatric hos- 
pitals have relatively fewer professional personnel. De- 
tailed comparisons are difficult because of different 
methods of enumerating staff. 

Interestingly, the staffing patterns in public general 
hospital units resemble nonprofit, and to some extent 
for-profit, specialty facilities more than they do public 
specialty facilities. They also have proportionately 
more trainees than any other category of facility (not 
shown in table 3): 40% of public general hospitals, 
34% of nonprofit specialty hospitals, and 27% of pub- 
lic specialty hospitals were affiliated with accredited 
residency training programs, compared with 6% of 
for-profit hospitals (both types). 

Staffing patterns reveal several additional owner- 
ship-related main effects. The first involves the relative 
emphasis on medical practitioners (psychiatrists and 
registered nurses) or what is commonly referred to as 
the medical model. Not surprisingly, the medical 
model is most prevalent in the psychiatric units of gen- 
eral hospitals, as reflected in the relatively low patient- 
staff ratios for. psychiatrists (F=35.15, df=1, 824, 
p=0.0001) and registered nurses (F=130.32, df= 
1, 890, p=0.0001), compared to specialty hospitals. 
For-profit psychiatric hospitals follow a similar pattern, 
waile their public anc private nonprofit counterparts 
place a greater emphasis on nonmedical providers. 

In general, for-profiz facilities rely less on nonmedi- 
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cal professionals than do nonprofit facilities. Psychol- 
ogists are poorly represented, particularly in specialty 
for-profit hospitals, where the ratio of psychiatrists to 
psychologists is 2 to 1. In for-profit specialty facilities, 
psychiatrists and psychologists are comparably repre- 
sented among the employed staff, but when private 
attending staff are included, psychiatrists are better 
represented by a factor of 2. 

Monitoring treatment. Regulators and payers in- 
creasingly examine patterns of practice in psychiatry 
and other areas of medicine to determine behaviors 
that improve both quality of care and cost effective- 
ness: patient care activities in hospitals are subjected to 
peer review and utilization review by independent out- 
side agents (30). Insurance company requirements dic- 
tate not only prior approval for admission but also 
lengths of stay, appropriate procedures and tests, and 
comparison of practices to statistical norms for the 
hospital or the region (31). And there is growing em- 
phasis on quality of care measures by the Joint Com- 
mission on Accreditation of Health Organizations. 
How well these procedural methods of quality assur- 
ance actually correlate with quality of care is still un- 
clear. Nonetheless, these activities are often used as 
measures of the practice patterns in hospitals. An es- 
pecially important dimension of treatment is aftercare. 

Monitoring aftercare. Good quality mental health 
care requires a successful transition from care as an 
inpatient to living in the community, typically with the 
support of some aftercare services. In practice, patients 
at a vulnerable time are often “lost” from any support 
system during this transition. The hospitals surveyed 
for this study differed significantly both in the extent to 
which they viewed aftercare as their responsibility and 
in the efforts they devoted to follow up patients after 
discharge from the hospital. 

Private hospitals rely heavily on office-based practi- 
tioners to provide postdischarge care (about 50% of 
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private facilities compared with 5% of public ones). 
Despite this practice, 72% of private nonprofit facili- 
ties and 65% of for-profit ones said they have a par- 
ticular staff member or department whose primary re- 
sponsibility is ensuring that the patient’s aftercare is 
provided. Overall, about half of the hospitals (46%) 
reported that they followed patients for 1 week or less, 
although 15% said they monitored patients’ status for 
up to 1 year. Specialty facilities typically monitored 
patients longer than general hospital psychiatry units 
(p=0.9001); nearly half (47%) of the nonprofit spe- 
cialty hospitals monitored patient status for 6 to 12 
months, compared with 14% of the nonprofit general 
hospitals. 


Community Services 


With the increased provision of care by investor- 
owned, multihospital systems, some observers pre- 
dicted a decrease in the degree to which these hospitals 
would ‘address local community needs, since they 
might be responsible to a corporate central office lo- 
cated outside the community (32). Such hospitals 
might discontinue unprofitable services, avoid working 
with preexisting public providers, or fail to provide 
services of community-wide benefit, like medical edu- 
cation or emergency services. Indeed, in 1984 we 
found that for-profit psychiatric hospitals were signifi- 
cantly less likely to offer services such as emergency 
care or telephone hotlines, services that had wide- 
spread community benefits but which tended to be un- 
profitable to operate because they are used by those the 
hospital is unable to bill for care (33). To address this 
question further, we asked questions about these un- 
profitable services. 

Results generally confirmed the reduced involve- 
ment of for-profit hospitals in potentially unprofitable 
services. General hospitals are more likely to offer 
emergency services than are specialty hospitals, but 
for-profit hospitals are slightly less likely than non- 
profit and public facilities to offer this service. A ma- 
jority of all hospitals (67%) did not offer telephone 
suicide hotlines. Other services may be desirable for 
patients with chronic disorders but unprofitable be- 
cause of constraints on reimbursement, such as Medi- 
care’s lifetime limits on inpatient coverage in specialty 
hospitals and limitations on reimbursement for case- 
management services that existed before 1989. Case- 
management for chronically mentally ill patients is an 
example of a service often not covered by insurance; it 
was offered by 50% of public specialty hospitals, 39% 
of nonprofit facilities, and 7% of for-profit facilities 
responding to the survey. 


DISCUSSION 
Some of the trends and behaviors reported here have 


clear policy implications. While the proliferation of 
private psychiatric hospitals and units in general hos- 
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pitals has certainly increased geog-aphic accessibility 
for some, increased screening of unprofizable patients 
has almost certainly reduced access to cere for others. 
Changes in ownership and market ccnditions will 
also affect patients differently according z0 diagnosis. 
Chronically ill patients are increasirgly less likely to be 
admitted to private facilities. The expended role of 
proprietary hospitals appears to have increased access 
for children and adolescents, a long-und2rserved pop- 
ulation (34). But because this population is also at 
some risk for excessive institutional:-zatio=, this expan- 
sion also raises concerns about potentially unnecessary 
hospitalization, particularly since these Facilities con- 
duct relatively limited review of the appropriateness of 
admissions (21). 

In 1988, according to our data, there was a highly 
diversified system of funding for psychietric inpatient 
services and considerable variation amorg types of fa- 
cilities, with government sources (including Medicare 
and Medicaid) paying for a larger share cf service both 
in public and private sectors than they iid 5 and 15 
years ago (6, 35). There have beer. larg increases in 
payments to all facilities by Medicare end Medicaid 
since 1975, and especially in the propoztion of reve- 
nues in public mental health faciities from Medic- 
aid—a steady increase from 3% in 1975 to 8% in 
1980, 18% in 1983, and 23% in our study. Similarly, 
the proportion of revenues from Medica-e in these fa- 
cilities has tripled over the same period, from 6% to 
18%. These changes are remarkable in Lght of exclu- 
sions and restrictions of psychiatric servize reimburse- 
ments under Medicaid (36). 

There has been a general improvement over the past 
10 years in the patient-to-professior.al staff ratios in all 
hospitals, suggesting an improvement in zhe quality of 
care. Unfortunately, we do not have date on the treat- 
ment activities of these staff. This improvement may be 
related to a more abundant supply of psychiatrists and 
psychologists, a trend that has been underway since 
the mid-1950s. According to data assemkled from var- 
ious sources by APA, between 1955 anz 1983 there 
was a doubling of the number of psychiatrists and a 
quadrupling of the number of psychologists and social 
workers. These gains hold when adjasted for growth in 
the general population. These APA sources alse con- 
firm that an increasing propcrtion of psychiatrists, 
nearly 20%, report a hospital as their primary employ- 
ment setting (APA Office of Research, unpublished 
data, 1990). The increases in psychiatrists and nurses, 
however, suggest an increasing medicalization of psy- 
chiatry, especially in general hospitals. The relative 
merits of this change remain a much debated aspect of 
mental health policy, but medicalization is seemingly 
associated with the spread of both for-profit and gen- 
eral hospital psychiatric care. It logically may be driven 
also by scientific advances in treatment for psychiatric 
disorders. 

This medical model is seen most strixingly in the 
staffing profile of all (and especially proprietary! gen- 
eral hospitals. A prominent role wa; played by psychi- 
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atrists in private practice in patient care, in follow-up, 
and as a source of referrals. This defines a different 
sense of community relationship, one tied to the pri- 
vate psychiatrists in the community rather than to 
other community agencies. Whether this makes these 
hospitals more or less -esponsive to broad community 
needs is unclear, although the data presented here seem 
to favor the latter interpretation. 

We think the changes observed are driven simulta- 
neously by clinical needs of the population, govern- 
ment policies, and eccnomic incentives. While previ- 
ous studies have documented the singular impact of 
facility type and ownership, we believe an interactive 
model more accurately reflects the complex environ- 
ment in which psychiatric care is provided. There are 
numerous other factors such as local competition and 
state policies governing uncompensated care that 
greatly affect the structure of the mental health care 
system and thus influence access to, and the process of, 
psychiatric care. The futurist Naisbitt (37) has de- 
scribed privatization of welfare services as one of the 
10 major directions of societal change to expect by the 
beginning of the twenty-first century. Clearly, this gen- 
eral movement also will have an impact on mental 
health care. 
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Disturbed Body Image in Patients With Eating Disorders 


R. Lynn Horne, M.D., John C. Van Vactor, Ph.D., and Shirley Emersan, Ph.D. 


Objective: The authors attempt to answer the question of whether patients wita eating 
disorders experience more distortions in body image than do individuals without eating 
disorders. Method: The study group was composed of 214 women out of 230 batents 
consecutively admitted to an inpatient eating disorders program. Twelve men aud four 
patients with atypical eating disorders were excluded from study. The 214 patierts were 
divided into three groups: 87 with anorexia nervosa alone, 72 with anorexia and bulimia 
nervosa, and SS with bulimia nervosa alone. The comparison group was composed of 61 
women drawn from 125 consecutive participants in a survey of university students. Aift~-six 
men were dropped from the comparison group, along with eight women who fulplled di- 
agnostic criteria for eating disorders. Each subject used a three-dimensional measure to rate 
her body size and stated her desired body size at seven points: left biceps, left calf, left thigh, 
waist, abdomen, hips, and bust. The subjects’ measurements at each of these poirts were 
taken. Distortion in body image was calculated as the subject’s perceived body size divided 
by her actual body size. All subjects were also given a battery of tests of intelligence, skill, and 
memory. Results: All three patient groups differed significantly from the comparison group 
in distortions in body image. Most but not all patients with eating disoraers had distortions 
in their body image. Conclusions: If replicated, these findings would suggest that the diag- 
nostic criteria regarding disturbance of body image for both anorexia and bulimia need to be 


revised. 
(Am J Psychiatry 1991; 148:211-215) 


he second criterion for the diagnosis of anorexia 
nervosa in DSM-III is “disturbance of body im- 
age, e.g., claiming to ‘feel fat’ even when emaciated” 
(p. 69). DSM-III-R places as the third criterion for this 
diagnosis an expanded description: “Disturbance in 
the way in which one’s body weight, size, or shape is 
experienced, e.g., the person claims to ‘feel fat’ even 
when emaciated, believes that one area of the body is 
‘too fat’ even when obviously underweight” (p. 67). 
In the eating disorders literature, there is continuing 
controversy over whether disturbance in perception of 
body image is a necessary and always present attribute 
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of anorexia nervosa. Crisp (1) did mot deny some dis- 
tortion in the anorexic patient’s perception of her body 
size but stated that the anorexic patent does not differ 
greatly from the majority of adolescen- girls who are 
not obese in a medical sense, but who report that they 
consider themselves fat and overestimate the degree of 
their overweight in terms of their shape and size. Crisp 
suggested that the gross overestimates which charac- 
terize many patients with anorexia probably owe this 
extra distortion to factors such as thzir wish to be 
thought of as physically normal ard their terror that 
they could become truly obese if they cannot continue 
to curb their eating. 

Garner and Garfinkel (2) stated that the distorted 
perceptions of body image among patients with eating 
disorders range from mild to severely delusional. This 
would seem to leave little question that the patient 
with an eating disorder has 2 distorted body image. 
Garner and Garfinkel suggested thet assessing the de- 
gree of distortion in body image is most important 
because outcome research indicates that those an- 
orexic individuals who persistently maintain the cog- 
nitive distortion that thev are terribly fat, despite their 
emaciated condition, show the poorest improvement 
with treatment. 

The tendency for patients with anorexia to overes- 
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timate their body size was first reported by Bruch (3). 
Many studies (4—12) have substantiated this finding. 
Hsu (13) questioned the validity of the evidence for 
distortion in body image. Garner and Garfinkel, how- 
ever, cited their finding that self-overestimation is 
highly predictive of poor prognosis at 1-year follow-up 
(2. p. 22) as reinforcing the presence and usefulness of 
the concept. 

There is confusion surrounding the overlap between 
anorexia nervosa and bulimia. DSM-III treated them 
as separate disorders and stated specifically that “the 
bulimic episodes are not due to Anorexia Nervosa or 
any known physical disorder” {p. 69). DSM-III-R 
changed “bulimia” to “bulimia nervosa.” Some clini- 
cians, however, refer zo “bulimarexia,” a term that 
Hilde Bruch, according to Garner and Garfinkel (2, p. 
12), called a semantic atrocity because it indicates that 
the two conditions are nearly identical, which they are 
not. Bruch expressed doubts that bulimia is a clinical 
entity. Compulsive overeating may occur, but in vary- 
ing conditions and with different severity. Following 
this philosophy would suggest that DSM manuals 
should not list the condition at all. In an earlier book, 
Garfinkel and Garner (14) used elaborate clinical find- 
ings as a basis for their conclusion that patients with 
restricting anorexia and those who later develop bu- 
limia are different. 

DSM-III (pp. 70-71) listed five major criteria for the 
diagnosis of bulimia but did not mention body image. 
DSM-III-R (pp. 68-69) amplified the criteria with 
“persistent overconcern with body shape and weight” 
but did not mention distorted image of body size. 

In an attempt to determine whether patients with 
eating disorders have distorted body images, this study 
focuses on similarities and differences in perceived, de- 
sired, and actual body image, measured in three and 
two dimensions. 


METHOD 


The original study group was composed of 230 con- 
secutive admissions to an inpatient eating disorders 
program. Four patients with atypical eating disorders 
and 12 men were dropped from the study. The remain- 
ing 214 patients were divided into three groups ac- 
cording to DSM-III-R criteria: patients with anorexia 
nervosa only (N=87), patients with anorexia and bu- 
limia nervosa (N=72), and patients with bulimia ner- 
vosa only (N=55). 

The comparison group was drawn from 125 consec- 
utive participants in a survey of university students in 
freshman English classes. The return rate of the ques- 
tionnaires was 71% (125 returned out of 175 distrib- 
uted). Eight women were excluded from the compari- 
son group because their Eating Attitudes Test scores 
(15) were higher than 35 and they fulfilled diagnostic 
criteria for an eating disorder. Fifty-six men were also 
dropped from study, leaving a comparison group of 61 
women. 
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Each subject’s ideal body weight was identified by us- 
ing the 1959 Metropolitan Life Tables (16). Tests were 
conducted during the first few days of hospitalization. 

All patients and comparison subjects were asked to 
look at their bodies and then adjust a tape measure 
marked in centimeters so that the circumference of the 
tape was equal to the circumference of their bodies at 
seven points: leit biceps, left calf, left thigh, waist, ab- 
domen (defined as the “largest point between rib cage 
and hips—what most people call the stomach”), hips, 
and bust. Subjects estimated each point twice, one time 
opening the tape to the selected circumference and the 
other time closing the tape. The mean of the two was 
used as the subject’s perceived body size. Subjects were 
then asked to select their desired body size at the same 
seven points by again adjusting the tape in the same 
way. Actual body size was then measured. Distortion 
was calculated as perceived body size divided by actual 
body size. 

In addition to perceived, desired, and actual body 
size (which required three-dimensional measurements), 
all subjects indicated their perceived body size with a 
two-dimensional pen and paper test. They were given 
five scaled silhouettes designed to represent too thin, 
thin, average, overweight, and obese. They were asked 
to select the silhouette that best represented their 
present overall shape and then to indicate modifica- 
tions, if needed, at seven points: biceps, bust, waist, 
abdomen, hips, thigh, and calf. They then selected the 
silhouette that best represented their desired body size 
and again indicated needed modifications. The sub- 
ject’s actual body size was rated by the clinician by 
choosing which of the five silhouettes best represented 
the subject’s shape. This rating, however, was not used 
in the analysis reported here. 

All patients were also given a battery of tests that 
included the WISC-R (17) or WAIS-R (18) and the 
Tactile Performance Test (19), the Trail-Making Test 
(19), the Halstead Finger-Tapping Test (19), and the 
Wechsler Memory Test (19). 

Comparisons within the clinical groups in perceived, 
desired, and actual body size were obtained by Pearson 
product-moment correlation, and comparisons be- 
tween groups {clinical or clinical and comparison) 
were obtained ‘by one-way analysis of variance 
(ANOVA). The ‘incidence of distortion in the clinical 
groups was determined by chi-square with correction 
for percentages. Differences between the various clin- 
ical and comparison groups on neuropsychological 
and intellectual variables were analyzed by one-way 
ANOVA, as were comparisons between those with 
and without distortions of body image. The scores on 
distortion and body image by body point of the three 
eating disorders groups and the comparison group 
were factor-analyzed. Finally, the intellectual variables 
(WISC-R or WAIS-R scores) of the subjects were com- 
pared with those of the standardization sample by 
means of a multiple analysis of variance (MANOVA), 
and the overall effect of eating disorders was tested by 
linear models procedures (Wilks’s criterion, Pillai’s 
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TABLE 1. Distortions in Body Image of Women With and Without Eating Disorders? 


Patients With Patients With 
Anorexia Anorexia and 
Nervosa Bulimia 
(N=87) (N=72) 
Body Point Mean SD Mean SD 
Biceps 1.34 0.22 1.33 0.27 
Calf 1.15 0.18 1.19 0.26 
Thigh 1.22 0.23 1.24 0.24 
Waist 1.25 0.20 1.33 0.21 
Abdomen 1.16 0.19 1.23 0.20 
Hips 1.12 0.17 1.19 0.19 
Bust 1.10 0.14 1.17 0.18 
Total 1.20 0.16 1.24 0.19 


Paitents With 


Bulimia Comparison 
Nervosa Subjects 
(N=55) (N=67) 

Mean SD Mean SD F? 
1.25 0.17 1.15 0.14 11.66 
1.12 0.14 0.98 0.11 14.73 
1.56 0.14 1.05 0.12 12.72 
1.26 0.16 1.08 0.11 23.04 
1.15 0.16 0.95 0.12 29.70 
1.13 0.13 0.94 0.10 30.26 
1.13 0.16 0.96 0.13 21.02 
1.18 0.12 1.02 0.08 28.00 


*Calculated as perceived size divided by actual size. For example, on average, the patients with anorexia nervosa perceived their biceps as 


134% as large as they actually were. 
bdf=3, 171; p=0.0001 for each comparison. 


trace, and Hotalling-Hawley trace). Throughout the 
study, p<0.05 was used as the level of significance. 


RESULTS 


Do individuals with eating disorders have greater 
distortions in body image than comparison subjects? 
All three patient groups were significantly different 
from the comparison group (see table 1). The individ- 
uals with eating disorders had greater distortions in 
body image than did the comparison subjects. 

There was no significant correlation between ideal 
body weight and distortion in body image within any 
eating disorder group (for patients with anorexia ner- 
vosa, r=—0.31; for patients with anorexia and 
bulimia, r=—0.07; and for patients with bulimia ner- 
vosa, r=0.28). There were also no significant differ- 
ences among the three groups of patients in mean dis- 
tortion in body image for each of the seven body points 
(biceps, F=0.36, p=0.70; calf, F=2.84, p=0.06; 
thigh, F=0.12, p=0.89; waist, F=1.16, p=0.20; ab- 
domen, F=0.27, p=0.76; hips, F=0.08, p=0.92; bust, 
F=0.95, p=0.39; total, F=0.65, p=0.53; all df= 
2, 196). 

Do individuals with anorexia and bulimia differ in 
their distortions in body image and do they differ on 
measures of body image at particular body points? The 
distortion in body image measurements revealed no 
significant differences among the three groups of pa- 
tients at any of the seven body points or in the mean 
distortion. 

Do all individuals with eating disorders have distor- 
tions in their body image? Should DSM-III-R require a 
disturbance of body image for such patients, as it re- 
quires amenorrhea for all female patients with ano- 
rexia nervosa? Perception of body image was found to 
be normally distributed in the comparison group. 
However, body image perception was skewed in all 
three eating disorder groups. If distortion is defined as 
more than one standard deviation above the mean of 
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comparison subjects, 73.6% (N=64) of the patients 
with anorexia nervosa, 80.6% (N=58) of the patients 
with anorexia and bulimia, and 72.7% (N=40) of the 
patients with bulimia had distortion. If distortion is 
defined as more than two standard deviations above 
the mean of comparison subjects, the percents of the 
three patient groups with distortions were 46.0% (N= 
40), 63.9% (N=46), and 47.3% (N=26), respectively. 
The percentage of patients with anorexia and bulimia 
who had distortions was significantly different from 
the percentages of the other two groups (those 
with anorexia only or bulimia only) (y7=12.79, df=2, 
p=<0.005). 

When the two-dimensional measurement of body 
image was used, the three patient groups differed sig- 
nificantly from the comparison subjects in perceived 
body image when the seven body points were consid- 
ered (biceps, F=2.82, df=3, 198, p=0.04; calf, F= 
5.61, df=3, 200, p=0.001; thigh, F=5.40, df=3, 198, 
p=0.02; waist, F=4.42, df=3, 198, p=0.005; abdo- 
men, F=3,01, df=3, 200, p=0.03; hips, F=3.42, df= 
3, 200, p=0.02; bust, F=2.74, df=3, 198, p=0.04) 
but not when only the overall silhouettes were consid- 
ered (F=2.19, df=3, 200, p=0.09). In addition, the 
desired body image of the comparison subjects was 
significantly larger than the desired body image of the 
three patient groups (F=4.73, df=3, 192, p=0.003). 

Most, but not all, of the patients with eating disor- 
ders had distortions in their body image. What, if any- 
thing, was different about the patients with eating dis- 
orders who did not have such distortions? 

Distortion in body image was not a function of the 
patient’s nutritional status, as indicated by body mass 
index and actual weight divided by ideal body weight. 
Also, there was no significant correlation between 
amount of distortion and body mass index or actual 
weight divided by ideal body weight within any of the 
three groups (range of r=—0.04-0.12). 

Differences in WISC-R or WAIS-R scores between 
the subjects with and without distortions in body im- 
age were noted. Comparisons of the differences be- 
tween verbal and performance IQs yielded no signifi- 
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TABLE 2. Factor Loadings on Measures of Body Image Distortion for Women With and Without Eating Disorders 


Patients With 
Anorexia Nervosa 


Patients With 
Anorexia and Bulimia 


Patients With 


Bulimia Nervosa Comparison Subjects 


(N=87) (N=72) (N=55) (N=61) 
Bcdy Point Factor 1 Factor 1 Factor 2 Factor 1 Factor 2 Factor 1 Factor 2 
Biceps 0.5286 0.1637 0.9154? 0.2124 0.85647 —0.0313 0.83027 
Calf 0.6222 0.1974 0.9073" 0.1983 0.8933" 0.0986 0.8398" 
Thigh 0.8047 0.3640 0.8241? 0.4097 0.6903" 0.3719 0.6975" 
Waist 0.7527 0.8014 0.4739 0.7997* 0.3100 0.8395" 0.1309 
Abdomen 0.8461 0.8854" 0.1962 0.82667 0.2763 0.81737 0.1502 
Hips 0.7956 0.9204 0.2547 0.8799 0.2596 0.8484 0.2682 
Bust 0.7005 0.87217 0.1437 0.72657 0.1515 0.63727 —0,0421 


Factor loading coefficient cf variables considered per factor. 


cant difference between clinical groups. However, 
groups with and without distortions differed signifi- 
cantly in verbal and performance IQs (F=14.84, df= 
1, 197, p=0.0002), as did the patients with anorexia 
only (F=10.76, df=1, 76, p=0.002) and anorexia and 
bulimia (F=7.29, df=1, 69, p=0.01). In all cases, the 
performance IQ of these with distortion was less than 
their verbal IQ. This suggests that in the majority of 
cases the patients with anorexia only and the patients 
with anorexia and bulimia who had distortions in 
body image also had lower performance IQs than ver- 
bal IQs. This would ke consistent with a lowering of 
function related to the right cortical hemisphere. Over- 
all, the subjects with distortions in body image had 
significantly higher scores on information, similarities, 
and vocabulary tests and lower scores on the block 
design test. 

These findings seem to differ from those of Hamsher 
et al. (20), who found a relatively high rate of cognitive 
disturbance during the acute phase of anorexia ner- 
vosa (the point at which hospitalization was required). 
Taose authors suggested that “anorexia nervosa in its 
untreated phase may itself interfere with cognition. It 
is presumed that the interference is brought about by 
metabolic disorders in the initial, emaciated state or as 
a result of the stress of hospitalization” (p. 86). Al- 
though we would not disagree that a state of near- 
starvation would be expected to decrease mental abil- 
ities, in our group of patients, who were tested upon 
hospitalization, those with anorexia only and those 
with anorexia and bulimia who had distorted body 
images had significantly higher scores on information, 
similarities, and vocabulary tests. 

The results of the other neuropsychological tests 
were negative or equivocal except for three measures: 
finger tapping, dominant and nondominant hand, and 
tactile performance, nondominant hand. The subjects 
with distorted body images had more impairment on 
these tests. Because these tests have neuromotor com- 
ponents, these differences may be attributed to energy 
level or depression rather than a difference in function. 
However, the difference in the Tactile Performance 
Test was not seen in the dominant hand scores, sug- 
gesting right hemisphere dysfunction. 

Another approach to the study of distortion in body 
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image is to determine if the three clinical groups and 
the comparison group had the same factor solution or 
different factor solutions for the seven measures of dis- 
tortion in body image. When considering the factor 
solution for either the clinical grouping or the distor- 
tion grouping, one is immediately struck by the com- 
monality of the two-factor solution seen for all groups 
except the patient group with anorexia nervosa, which 
yielded a single-factor solution (see table 2). The first 
factor in the two-factor solution always involved the 
extremities: biceps, calf, and thigh. The second factor 
obtained contained waist, abdomen, hip, and bust—all 
parts of the trunk. This would suggest that the com- 
parison subjects, the patients with bulimia only, and 
the patients with anorexia and bulimia, with and with- 
out distortions in body image, perceived their extrem- 
ities differently from the way they perceived their 
trunks. Patients: with anorexia nervosa only, however, 
had distorted images of all body points consistently, 
thus loading a single-factor solution. 

One other approach to exploring differences in body 
image between ‘individuals with and without eating 
disorders is to compare performance on the WISC-R 
or WAIS-R. On the 11 subtests of these measures, no 
differences were noted between or within the three 
clinical groups when scaled scores were analyzed by 
means of MANOVA. However, when the three clinical 
groups were compared with the standardization sam- 
ple for the WAIS-R (N=1,880, representing a much 
larger comparison group than the comparison sample 
in this study), a significant difference was noted. This 
would suggest that the WISC-R or WAIS-R profile for 
women with eating disorders is different from the stan- 
dardization sample of the WAIS-R. The general linear 
models procedure suggested that this difference was 
true for all of the tests except for the information (F= 
0.56, p=0.64), arithmetic (F=0.21, p=0.89), and ob- 
ject assembly (F=0.45, p=0.72) tests (all df=3, 2037). 
This simply means that the mean performance of the 
clinical groups on these three tests did not differ from 
that of the standardization sample. Wilks’s criterion 
(F=3.26, df=9, 112.10, p=0.002), Pillai’s trace (F= 
2.94, df=9, 144, p=0.003), and the Hotalling-Hawley 
trace (F=3.48, df=9, 134, p=0.0007)—all measures 
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of the hypothesis of no overall eating disorder effect— 
yielded probabilities demonstrating that the differences 
noted were due to having an eating disorder. Thus, all 
of the analyses would suggest a profile difference be- 
tween our subjects with eating disorders and the stand- 
ardization sample. 


DISCUSSION 


This study indicates that individuals with eating dis- 
orders have greater distortions in their body image 
than do comparison subjects. This was true whether 
the patients had anorexia nervosa or bulimia nervosa 
alone or both conditions. Differences were seen in both 
three-dimensional and two-dimensional measures of 
distortion when specific body parts were considered. 
According to the overall two-dimensional measure, 
however, distortions among patients with eating dis- 
orders did not differ from those among the comparison 
group. This finding may help to explain some of the 
controversy in the literature. 

Most but not all of the patients with eating disorders 
had distortions in their body image. Patients with dis- 
torted images seemed to have greater impairment on 
indicators of right hemisphere/parietal lobe function- 
ing. This is consistent with the descriptions from clin- 
ical neurology of nondominant parietal lobe syn- 
dromes (21) in which patients can recognize a body 
part but may not believe the part is their own. 

Ancther possible explanation for the pattern of 
WAIS-R and WISC-R scores is that tests of similarities 
and comprehension measure more abstract abilities 
and that tests of object assembly, arithmetic, and in- 
formation are more factual and concrete. Patients with 
eating disorders could be considered to have problems 
in dealing with the factual or concrete, especially their 
eating and their body image. 

The finding in this study that patients with bulimia 
nervosa had distortions in body image to the same 
degree as did those with anorexia nervosa needs fur- 
ther study. If it is replicated, it would suggest that the 
diagnostic criteria for both eating disorders need to be 
revised regarding disturbance of body image. 
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A Survey of Canadian Psychiatric Residents 
Regarding Resident-Educator Sexual Contact 


Melanie L. Carr, M.D., G. Erlick Robinson, M.D., 
Donna E. Stewart, M.D., D.Psych., and Dennis Kussin, M.D. 


Background and Method: A survey of all Canadian psychiatric residents was undertaken 
to ascertain the prevalence of resident-educator sexual contact in training programs, the 
residents’ feelings about this contact, their knowledge of the ethical standards of the pro- 
fession, and the extent of the information they had been given about this subject. An inves- 
tigator-designed questionnaire was circulated to all psychiatric residents in Canada through 
the directors of postgraduate training programs. To ensure confidentiality, the residents 
returned their questionnaires directly to the investigators. Results: Of the 314 respondents, 
4.1% (N=€) of the female residents and 1.2% (N=2) of the male residents reported sexual 
involvements with their educators. Although the majority of these eight residents had pos- 
itive or neutral feelings about the contact, 37.5% (N=3) of the involved residents had mixed 
feelings. The residents’ education concerning resident-educator sexual contact was strikingly 
sparse. Conclusions: This study highlights the need for inclusion of this issue in residency 





programs. 
(Am J Psychiatry 1991; 148:216-220) 


Ithough patient-therapist sexual contact was long 

a neglected and controversial subject, there have 
been a number of studies on it in the past 10-15 years 
(1-4). Research in this area has led to policy state- 
ments by both APA and the Canadian Psychiatric As- 
sociation explicitly prohibiting this behavior and label- 
ing it as unethical. Of equal importance, this research 
has led to an increasing awareness and exploration of 
the psychodynamics involved in the therapeutic rela- 
tionship and the potential for abuse of power that is 
inherent in it. 

A related issue, because of the similar potential for 
inequity in the relationship, is sexual contact between 
educators and students. In a survey of the psychother- 
apy division of the American Psychological Associa- 
tion, Pope et al. (5) found that 10% of the respondents 
reported sexual contact with their educators when they 
were students and that 13% reported entering sexual 
relationships with their students after they became ed- 
ucators. There were significant gender differences in 
both instances. Sexual contact when they were stu- 
dents was reported by 16.5% of the women and 3% of 
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the men; conversely, 19% of the men, compared to 
8% of the women, reported such contact when they 
became educators. They also noted a “modeling ef- 
fect”; women who as students had engaged in sexual 
contact with educators were significantly more likely 
to later become sexually involved with their patients. 
The sample of men reporting sexual contact with their 
female educators was too small to make any statement 
regarding their future behavior. 

Robinson and Reid (6) surveyed a random sample of 
female psychologists and found that sexual contact 
with an educator was reported by 13.6% of the re- 
spondents. In addition, 48% of the respondents re- 
ported some kind of attempted seduction by at least 
one educator during their student years. Subsequently, 
Glaser and Thorpe (7) found that 22% of recent clin- 
ical psychology’ graduates had been sexually involved 
with their educators. Interestingly, the perception of 
the sexual experience with an educator became more 
negative with the passage of time; that is, when they 
were surveyed, respondents described their sexual in- 
volvement as substantially more exploitive and uneth- 
ical than they had felt it to be during the experience. 

In the only nationwide survey of U.S. psychiatric 
residents in their final year of training, Gartrell et al. 
(8) reported that 4.9% of the 548 respondents had 
been sexually involved with their educators. They 
found no gender difference among those who had be- 
come involved, although the age difference was note- 
worthy. In involvements between male educators and 
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female residents, the men were, on average, 12.8 years 
older than the residents, whereas for female educators 
involved with male residents, the age difference aver- 
aged only 3.0 years. Most residents considered sexual 
contact to be inappropriate and harmful to an ongoing 
work relationship, but the majority (79.4%) consid- 
ered such contact permissible if there was no current 
work association. Few residents (<1%) felt thor- 
oughly educated about resident-educator sexual con- 
tact, a figure similar to that reported for psychology 
students (3%), 

The present study was a national survey of all Ca- 
nadian psychiatric residents. It was designed to gather 
information about both the incidence of residents’ sex- 
ual contact with educators and the education they had 
received about such relationships in postgraduate ed- 
ucation programs. 


METEOD 


We designed a questionnaire that was circulated to 
all psychiatric residents in Canada. A number of items 
were modified from a similar questionnaire designed 
by Gartrell et al. (8). Packages of questionnaires and a 
covering letter were sent to directors of postgraduate 
training for distribution to the residents in their pro- 
grams. To ensure confidentiality, the residents re- 
turned their questionnaires directly to the investigators 
in self-addressed, stamped envelopes. 

The questionnaire had 16 items concerning the res- 
ident’s age, sex, year of training, sexual orientation, 
knowledge of the ethical standards of the Canadian 
Psychiatric Association regarding sexual misconduct, 
personal beliefs regarding sexual misconduct, and 
experience of sexual harassment or resident-educator 
sexual relationships. Two of the questions concerned 
the resident’s education about patient-therapist or ed- 
ucator-student sexual contact. An additional 15 items 
were specifically addressed to those residents who had 
been sexually involved with educators. The terms 
“sexual contact” and “educator” were defined in the 
covering letter. Sexual contact was defined for the pur- 
poses of the study as “contact intended to arouse or 
satisfy sexual desire.” A psychiatric educator was de- 
fined as a “clinical supervisor, course instructor, advi- 
sor or administrator” in the residency program. 


RESULTS 


Five hundred thirty-five questionnaires were distrib- 
uted to all of the psychiatric residents in 16 different 
programs across Canada. Three hundred fourteen ques- 
tionnaires were returned, yielding a response rate of 
58.7%. There were 145 female and 169 male respond- 
ents. Their mean age was 31.5 years, with a range of 
24-63 years. Eighty-two respondents were in their first 
year of training, 76 in the second, 68 in the third, and 88 
in the fourth year. Two hundred ninety-six (94.3%) de- 
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scribed themselves as heterosexual, 13 (4..%) as homo- 
sexual, and five (1.6%) as bisexual. One hundred thirty- 
six (43.3%) were in personal psychotheraay. 

Sixty-seven (21.3%) of the group had had no edu- 
cation concerning patient-therapist sex, 102 (32.5%) 
had had very little, and only 27 (8.6%) stated that they 
had had thorough teaching. Only six (1.9%) had had 
thorough teaching conce-ning resident-educator sex- 
ual contact; 204 (65.0%) had had no education and 72 
(22.9%) had had little education on this riatter. (These 
questions contained midrange choices between the ex- 
tremes. Midrange responses account for the difference 
between the reported numbers and the total number of 
respondents.) 

The residents were asked about the Canadian Psy- 
chiatric Association’s position on sexuz] contact be- 
tween psychiatrists and their patierts. Fifty-five 
(17.5%) believed that it is permissible if -reatment has 
been terminated. Twenty-six (8.3%) did not believe 
that this behavior is regulated by the Code of Ethics, 
whereas 72.6% (N=228) of the respondents believed 
correctly that the code states it to be urethical under 
any circumstance. 

In terms of their own position on patient-therapist 
sex, 17.8% (N=56) of the respondents believed that it 
is permissible after termination of therapy, while 
81.2% (N=255) believed that it is always unethical. 
Only one resident admitted to having had sexual con- 
tact with a patient. Four others did nat answer this 
question. 

Residents were also asked about the Canadian Psy- 
chiatric Association’s position on sexual conduct be- 
tween a resident and an educator. Sixty-one (19.4%) 
believed that it is permissible only if the supervisory 
relationship has been terminated. Three (1.0%) felt 
that it is permissible if the contact occurs outside of 
scheduled work or supervisory sessions. The majority, 
57.6% (N=181), correctly believed thac there are no 
regulations concerning this issue in the Canadian Psy- 
chiatric Association Code of Ethics, 

Concerning their personal positions oz resident-ed- 
ucator sexual contact, 3.5% (N=11) theught that it is 
permissible in certain special circumstances, and 2.5% 
(N=8) felt that it is appropriate outside of supervisory 
sessions. One hundred fifteen (36.6%) thought that it 
is permissible if the supervisory relationship has been 
terminated, and 25.5% (N=80) thought it is parmis- 
sible if the educator is not a direct supervisor. Seventy 
respondents (22.3%) felt that it is unethical under any 
circumstance. 


Sexual Harassment 


Twenty-one (6.7%) of the residents (19 female and 
two male) stated that they had been prapositioned by 
an educator. Fourteen (9.7%) of the female residents 
stated that they had been sexually harassed by an ed- 
ucator. None of the male residents reported harass- 
ment. One hundred thirty-five (43.0%) o£ the residents 
answered questions relating to their knowledge of sex- 
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ual harassment or relationships between other resi- 
dents and supervisors. Fifty (37.0%) of these knew of 
cases of sexual harassment, while 38 (28.1%) knew of 
other relationships. 


Educator-Resident Sexual Involvement 


Eight residents (six female, two male) reported a 
total of nine sexual relationships with their educators; 
one female resident had had two involvements. This 
represented 4.1% of the female residents and 1.2% of 
the male residents. All of the relationships were het- 
erosexual. Five of these residents had also been prop- 
ositioned by an educator, and one had felt harassed. 
These residents ranged in age from 28 to 42 years. One 
resident was in the first year, two each in the second 
ard third years, and three in the fourth year. Four were 
in personal psychotherapy. Three of the eight had had 
no education on these matters; no one felt that his or 
her education had been thorough. 

The educators involved ranged in age from 32 to 43 
years (mode=40 years). They were from 2 years younger 
to 14 years older than the students with whom they were 
involved. Four of the female resident relationships in- 
vclved educators 9—14 years older than the residents; one 
educator was 2 years younger. The two male residents 
were younger by 5 and 6 years than the educators with 
whom they became involved. In five cases, the educator 
was the individual’s supervisor; in two of these cases, the 
educator was also the psychotherapy supervisor, and one 
was also a course instructor. In three cases, the educator’s 
role was not specified. In five cases, the educator was in 
the same setting; in two cases the educator was located in 
another setting. 

The contact was mutually initiated in five cases and 
initiated by the educator alone in four cases. The du- 
ration of the contact ranged from once only (two 
cases) to a committed relationship that had already 
lasted more than 3 years and resulted in marriage (one 
case). Four relationships lasted for only 3 months. In 
four cases the sexual contact began at work. 

At the time of the study, in four cases residents re- 
ported no contact with the educator, in two there was 
ongoing sexual contact but no work relationship, in 
one there was professional but no social contact, and 
in two there was both work and sexual contact. Six of 
the residents had positive feelings about the contact, 
seeing it as appropriate and caring. One had mixed 
feelings (it was caring but harmful and inappropriate), 
and one person reported neutral feelings about the 
contact. Four felt that there was no effect on their 
current working relationship, three residents thought 
that the relationship was beneficial in that regard, and 
orly one saw it as having a mixed effect. Taking into 
account all feelings about the contact, three residents 
felt pleased about it, three had mixed views, and two 
regarded the impact as neutral. No one reported any 
regrets. Five of the residents had not reported the con- 
tact to anyone; three had spoken to friends. 

None of these residents felt resident-educator sex 
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was unethical! under all circumstances. Three (37.5%) 
felt that it was permissible under special circumstances 
or outside of supervision time. The majority believed 
that sexual contact might be permissible if the educa- 
tor was not directly involved in the resident’s supervi- 
sion or if the supervisory relationship had been termi- 
nated. Six (75.0%) thought that psychiatrist-patient 
sexual contact was unethical under any circumstances, 
while one felt zhat it was permissible if therapy was 
terminated. None had had sexual contact with a pa- 
tient in his or her care. 


DISCUSSION 


Overall, 2.5% of the Canadian psychiatric residents 
who responded reported sexual involvement with n 
educator. As in:other studies, there was a preponder- 
ance of relationships between female students ard 
male educators, although this difference was not sta- 
tistically significant. 

Most of these residents reported only positive or 
neutral feelings about the contact; only three respond- 
ents reported mixed feelings overall. It is possible, as 
Glaser and Thorpe (7) and Gartrell et al. (8) noted, 
that these judgments will become more negative over 
time. Rutter (9) hypothesized that women who have 
sex in the “forbidden zone” react like incest victims in 
that their sense of guilt and shame interferes with their 
ability to show anger. Denial is another way of dealing 
with an abusive experience and may, in part, account 
for the observed change in perception over time. 

Pope (10) argued that such relationships are harmful 
in a number of ways. He questioned whether the 
power differential can ever allow the relationship to be 
truly a free choice for the trainee or whether the trainee 
would fear possible negative consequences of saying 
no. He also believes that sexual contact interferes with 
the supervisor’s ability to make a fair evaluation of the 
student’s progress. In addition, the resident’s ability to 
openly discuss sexual attraction to patients may be 
hampered, and,'as research indicates (5), this may in- 
crease the risk that the resident will later become sex- 
ually involved with a patient. 

The question remains as to whether it is possible for 
resident-educator relationships to be healthy, mutually 
satisfactory contacts between consenting adults. Cer- 
tainly, the workplace has always been a venue for 
meeting people and establishing intimate relationships. 
Nonetheless, as Rutter (9) pointed out, the potential 
for exploitation always exists in relationships that 
have an unequal power base. This possibility has led 
many universities to adopt the position that it is un- 
ethical for professors to have sexual relationships with 
students or teaching assistants, even when both con- 
sent to do so (9). 

APA has also recently grappled with this issue. A 
new annotation concerning trainees and faculty mem- 
bers involved in ongoing work relationships was added 
to the Principles of Medical Ethics With Annotations 
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Especially Applicable to Psychiatry. This annotation 
notes the unequal relationship and the potential for 
abuse, stating that sexual involvement “generally takes 
advantage of inequalities in the working relationship” 
and therefore “may be” unethical (11). At the same 
time, resident representatives and others have argued 
that an abuse of power does not always occur and that 
APA should not violate individuals’ civil rights by in- 
terfering in their choice of sexual partners. 

The case against sexual harassment is much clearer, 
since, by definition, this represents unwanted contact. 
In this study 14 (4.5%) of the residents reported sexual 
harassment, and 50 others reported knowing about 
harassment of other residents. The fact that no male 
residents were sexually harassed points to the tradi- 
tional imbalance of power in male-female relationships 
and allows one to speculate that similar dynamics 
might be operative here. The finding that 13.1% of the 
female respondents had been propositioned by educa- 
tors is a strikingly high percentage and adds further 
weight to the societal assumption that it is somehow 
permissible for men to approach women in this way. 
Although residents would sometimes warn other fe- 
male residents about a particular supervisor, they were 
much more reluctant to report this to anyone in au- 
thority (“It may reflect poorly.” “In my case, I have 
been in contact with a supervisor who openly was try- 
ing to take advantage of female clinical clerks and fe- 
male residents, but unfortunately he was in a very 
powerful position that intimidated his victims”). 

It is an interesting question whether the greater 
number of male supervisors involved in harassment 
and propositioning is merely a reflection of the larger 
number of men in positions of authority in teaching 
programs. It remains to be seen whether women will 
assume this exploitative aspect of power as their num- 
bers continue to increase in the academic ranks or 
whether the societal prohibitions against women being 
sexually aggressive or becoming involved with younger 
or less powerful men will have a moderating effect on 
this development. 

Residents who became involved were not different 
from those who did not in terms of their views regard- 
ing patient-therapist sexual relations and resident- 
educator sexual contact. Most residents agreed that 
sexual contact with a patient is unethical under any cir- 
cumstances, although a substantial minority (17.8%) be- 
lieved that it is permissible if therapy has been termi- 
nated. Confusion about the position of the Canadian 
Psychiatric Association in this regard was reflected by 
the varying responses, including those of the 8.3% of 
the respondents who believed that this behavior is not 
regulated by the Code of Ethics. In fact, the Canadian 
Psychiatric Association recently published a position 
paper denouncing sexual contact between psychiatrists 
and their patients (12). Prior to this, the Canadian 
Medical Association Code of Ethics Annotated for 
Psychiatrists explicitly prohibited such contact (13). 


The issue of posttermination involvement has not been 
addressed. 
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The majority of the respondents (57.6%) rightly be- 
lieved that there are no regulations in the Canadian 
Psychiatric Association Code of Ethics regarding stu- 
dent-educator sexual contact. However, even without 
the benefit of regulations, most residents seemed to 
think that coexisting supervisory and sexual relation- 
ships may pose difficulties. Only 6.0% oi the respond- 
ents felt that such relationships may be permissible. On 
the other hand, the majority of the respondents 
(62.1%) felt that sexual contact might be permissible if 
the work relationship had been altered from one of 
direct supervision or had been terminated altogether. 
Sexual harassment is not included in the Code of Eth- 
ics, since it is prohibited by Canadian law. 

In summary, it is obviously dangerous 10 generalize 
or expound dogmatic principles in areas as complex as 
power and sexuality. As the motivation sor sexual ha- 
rassment and sexual propositicning is nat necessarily 
the same as the motivation for sexual intimacy, it is 
important to differentiate between them when assess- 
ing the effect on the resident. However, itmay be naive 
to assume that there is no common ground. In addi- 
tion, there are data which suggest that a “modeling 
effect” is possible (5) and that residents who become 
sexually involved with supervisors may te more likely 
to engage in similar behavior with their patients at a 
later date. 

It is the obligation of residency training programs to 
provide the opportunity for frank discussion of this 
subject, thereby allowing residents to make a more 
informed choice about this kind of involvement. In 
addition, safe, definite routes of reporting sexual ha- 
rassment should continue to be establish=d to help al- 
leviate the burden that falls on the resident in these 
circumstances. Although education of residents is cru- 
cial in these matters, it is the educator who must as- 
sume ultimate responsibility. Continuing education 
and clear departmental policies concernirg sexual con- 
tact are necessary to ensure the protectio= of residents 
during the vulnerable training period. A>ove all, pro- 
fessional integrity and-ethical accountability are not 
only learned through the intellectual examination of 
issues but incorporated by example. Th= supervisory 
relationship in resident education deserves careful 
scrutiny in this regard. 
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The Effect of Financial Management 
on Alcohol-Related Hospitalization 


Bruce Spittle, M.B., Ch.B. 


Objective: Treatment-unresponsive alcoholics in New Zealand who are unable to care for 
themselves tend to be hospitalized for lengthy periods of time. The author examined žhe 
effect of adding financial management to the therapeutic management of such patients. The 
null hypothesis was that this would have no effect on the duration of alzohol-related has- 
pitalization. Method: All 61 alcoholic patients registered with an alcohol outpatient clmic 
who received financial management over a period of 6 years were included in the study. TFeir 
alcohol-related disabilities were so severe that they had resulted or were likely to resuli in 
lengthy or frequent periods of hospitalization. The financial managemen: invclved putEng 
each patient’s income into a checking account for which a budget advisory officer was 
cosignatory for withdrawals. The advisor saw to it that patients’ basic living requirements 
were being met and that expenditure on alcohol was not having a detrimental effect. Far- 
ticipation was voluntary for voluntary patients and involuntary for comm'tted patients. The 
durations of each patient’s alcohol-related hospitalizations were compared for two equal 
periods of time before and after financial management was instituted. Results: The rull 
hypothesis was not supported. The duration of alcohol-related hospitalizations after finn- 
cial management was instituted was 86% less than it was before such management. Con- 
clusions: For the patient who is struggling in the face of excessive drinkinz to cope with žhe 
tasks of daily living, including the provision of adequate shelter and nutritwn, the benefits of 


adding financial management to other therapeutic strategies should be ccnsidered. 


(Am J Psychiatry 1991; 148:221—223) 


I n New Zealand, when individuals with alcohol abuse 
or alcohol dependence fail to respond adequately to 
treatment and become unable to care satisfactorily for 
themselves, they tend to be hospitalized for lengthy pe- 
riods of time rather than being allowed to live rough-on 
skid row. However, this is expensive and may lead to 
institutionalization, and resources are limited. I exam- 
ined the effect of adding financial management to the 
therapeutic management of treatment-unresponsive alco- 
holics, the null hypothesis being that this would have no 
effect on the duration of alcohol-related hospitalization. 


METHOD 


All 61 alcoholic patients who received financial 
management during the period from Dec. 1, 1983, to 
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Sept. 1, 1989, were included in the study Eight (13%) 
of the patients were women and 53 (87%) were men; 
their mean+SD age was 57+11 years (range=30-—74 
years). Their alcohol-relazed disabilities were of such 
severity that they had resulted or were likely to result 
in lengthy or frequent periods of hospital-zation with a 
total duration of 100 days The 61 patien-s represented 
1.6% of the 3,725 patien-s registered wth an alcohol 
outpatient clinic and cam2 from a catchnent popula- 
tion of 300,000. Thus, th= rate for receiving financial 
assistance was two per 10,000 population. Forty-five 
of the patients had DSM-III-R or ICD-§& diagnoses in 
addition to alcohol abuse or dependence (six patients 
had two additional diagneses): 21 patients had alcohol 
amnestic disorders, eight had major depressive epi- 
sodes, eight had personalicy disorders (seen antisocial 
and one schizoid), four had dementias associated with 
alcoholism, two had grand mal epilepsy, rwo had sub- 
dural hematomas, two had mild menta retardation, 
one had Wernicke’s encephalopathy, one zad alcoholic 
hallucinosis, one had undifferentiated szhizophrenia, 
and one had bipolar disorder, manic. For-y-nine of the 
patients had been committed to the hosrital. 

The aim of the financ-:al managemert was seeing 
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that basic living requirements were being met and that 
expenditure on alcohol was not having a detrimental 
effect. Patients’ individual budgets were calculated and 
arrangements made fcr the supply of such services as 
board, rent, electricity, telephone, television, restau- 
rant meals, groceries, tobacco, clothing, bus tickets, 
dry cleaning, dental care, general practitioner services, 
newspapers, tickets for sporting and cultural events, 
glasses, home appliances, and haircuts. The adminis- 
tration varied with the resources available and the pa- 
tients’ requirements, but, from Jan. 1, 1988, most of 
the service was provided by a half-time budget advis- 
ory officer whose funding came through a disability 
allowance of $12 weekly paid by the Department of 
Social Welfare for each person receiving the service. 
Each patient’s income was received into a checking 
account for which the budget advisory officer was co- 
signatory for withdrawals. Participation was on a vol- 
untary or involuntary basis. Involuntary participation 
came with committal under the Mental Health Act of 
1969 or a court order under the Protection of Personal 
and Property Rights Act of 1988. 

A mirror-image study design used each patient as his 
or her own control. The duration of each patient’s 
alcohol-related hospitalizations, obtained from hospi- 
tal records, was compared for two equal periods of 
time, before and after financial management was insti- 
tuted. A two-tailed two-group t test (1) and calculation 
of the point biserial correlation coefficient r, (2) were 
used to test the statistical significance of differences. Be- 
fore the group means were compared, testing for the 
equality of the variances was done by using the vari- 
ance ratio or F test (1), where F=s,7/s.”. Since this 
showed a significant difference between the two vari- 
ance estimates, the special procedure recommended by 
Bailey (1) was followed in which a d was calculated 
but treated as being distributed approximately like 
Student’s t with df degrees of freedom, where 


d=x,—-x)/ V s,7/n, +s,"/n2 ; 
df=1/u?/n,-1+(1—u)?/n,—-1; 
u=s,7/n,/s,?. 


Thus, the number of degrees of freedom differed 
from n,+n.—2. Cross-checking of the duration of hos- 
pitalization was done by consulting several sources, 
including the case record, ward register, and hospital 
fies, but no formal reliability studies were conducted. 


RESULTS 


The total mean+SD duration of hospitalization be- 
fore financial management was instituted for these pa- 
tients was 823+1,133 days (range=9-6,287 days). 
The duration of financial management was 1,056+ 
633 days (range=4-2,033 days). The duration of hos- 
pitalization during financial management was 39+64 
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days (range=0-+323 days). The duration of hospital- 
ization during an equal period immediately before 4- 
nancial management was’ instituted was 285 +411 
days (range=0~+1,795 days). Thus, the duration of 
alcohol-related ‘hospitalization was reduced by 86% 
after financial management was instituted (t=4.61, 
df=50, p<0.0001,1,,,=0.55, proportion of variance ac- 
counted for= 30%). The reduction was even greater 
(90%) when only the 49 patients who had reached a 
stable rate of hospitalization (each of these patients had 
been hospitalized previously for 100 or more days) 
were considered. The duration of these patients’ hes- 
pitalization during financial management was 33457 
days (range=0—323 days); during an equal period of 
time immediately before financial management was in- 
stituted their duration of hospitalization was 346+436 
days (range=0-1,795 days) (t=4.98, df=50, p< 
0.0001, r= =0.58, proportion of variance accounted 
for= 33%). The null hypothesis was not supported. 


DISCUSSION 


Alcohol use may be associated with conditions such 
as alcohol amnestic disorder, dementia associated with 
alcoholism, and an intermediate brain syndrome (3), 
which may cause cognitive impairment of such severity 
that the provision of financial management might be 
considered. Ethically, the voluntary patient’s partici- 
pation in such management requires informed and fer- 
mal consent. For the involuntarily committed patient, 
participation requires a court order after due consid- 
eration has been given to the principles involved, in- 
cluding autonomy and beneficence. The principle of 
autonomy—that, provided his or her actions do not 
infringe on the autonomous actions of others, a person 
should be free to perform whatever action he or sae 
wishes, even if'it involves serious risk for the person 
and others consider it foolish—should not be inter- 
preted as either absolute or too broad in scope (4). 
Some persons, because of incapacity, are not in a po- 
sition to act in a sufficiently autonomous manner, and 
the actions of such nonautonomous persons may be 
validly obstructed in order to protect them from harm 
that might result from their own actions (4). The prin- 
ciple of beneficence requires the provision of benefits 
as well as a balancing of benefits and harm (4). Pro- 
tecting patients against the consequences of their own 
choices—paternalism—poses moral questions because 
it involves the claim that in some cases beneficence 
should take precedence over autonomy (4). It has been 
concluded (4) that weak paternalism, in which the 
person whose wishes or actions are overridden has 
some diminished capacity (as might occur with depres- 
sion or drug addiction, when the conduct involved is 
substantially nonvoluntary), is a coherent and defensi- 
ble moral position, although it applies only to a narrow 
range of instances where the patients are clea-ly 
endangered. 
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In helping patients with psychiatric disabilities to 
manage in the community, Stein and Test (5) noted 
that the ability to budget money was important in or- 
der to obtain the required material resources such as 
food, shelter, clothing, and medical care. The present 
study is a logical extension of this work to the man- 
agement of patients with alcohol-related disabilities. 
For the patient who is struggling in the face of exces- 
sive drinking to cope with the tasks of daily living, 
including the provision of adequate shelter and nutri- 
tion, the benefits of adding financial management to 
other therapeutic strategies should be considered. 
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Drug Abuse in Schizophrenic Patients: 
Clinical Correlates and Reasons for Use 


Lisa Dixon, M.D., Gretchen Haas, Ph.D., Peter J. Weiden, M.D., 
John Sweeney, Ph.D., and Allen J. Frances, M.D. 


Objective: This study aimed to 1) determine substance abuse prevalence and preference in 
a diverse sample of schizophrenic, schizoaffective, and schizophreniform inpatients, 2) com- 
pare drug-abusing and non-drug-abusing patients on demographic and clinical variables 
during the acute and stabilization phases of their hospital course, and 3) obtain data from 
patients on reasons for drug abuse and on acute state-related changes during periods of 
intoxication. Method: Eighty-three psychotic inpatients consecutively admitted to a New 
York City teaching hospital were evaluated. Sixty-eight had schizophrenia, 12 had schizo- 
affective disorder, and three had schizophreniform disorder diagnosed according to the 
Structured Clinical Interview for DSM-III-R. Each patient received ratings on the Brief 
Psychiatric Rating Scale, the Global Assessment Scale, and the Scale for the Assessment of 
Negative Symptoms at admission and at discharge, an evaluation of premorbid adjustment, 
and ar extensive interview on drug and alcohol use. Results: Forty (48%) of the patients 
received diagnoses of drug or alcohol abuse or dependence. The drug-abusing patients pri- 
marily used cannabis (N=26), alcohol (N=21), and cocaine (N=14) and reported that they 
abused drugs to get “high,” to relieve depression, and to relax. They had significantly fewer 
positive and negative symptoms at discharge, better sexual adjustment and worse school 
performance during adolescence, and more family histories of drug abuse than the non-drug- 
abusing patients. Conclusions: Schizophrenic patients who abuse drugs may represent a 
subgroup of patients with better prognoses and less severe clinical characteristics of schiz- 


(Am J Psvchiatry 1991; 148:224—230) 


A substantial portion (15 %~60%) of schizophrenic 
patients abuse psychoactive drugs (1—4). While 
clinicians have become increasingly aware of the scope 
ot the problem, little is known about the clinical epi- 
demiology and causes of substance abuse in schizo- 
phrenic patients. Such information may be clinically 
useful and perhaps offer insight into the heterogeneity 
and pathogenesis of schizophrenia. 

Several models have been proposed to explain the 
frequent comorbidity of substance abuse and schizo- 
phrenia. The vulnerability model hypothesizes that 
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ophrenia, but their drug abuse may adversely affect global outcome. 


drug abuse may cause schizophrenia or increase the 
likelihood of its expression in an already vulnerable 
individual. McLellan et al. (5) found that amphet- 
amine abusers studied over 6 years were significantly 
more likely than barbiturate abusers to develop psy- 
chotic disorders. Andreasson et al. (6) reported that 
Swedish conscripts who were high consumers of can- 
nabis had a relative risk of schizophrenia that was six 
times that of nonusers. It has been found that drug- 
abusing schizophrenic patients are younger (1, 2, 7), 
have the onset of schizophrenia at earlier ages, aad 
have better premorbid adjustment (8—11) than ncn- 
drug-abusing schizophrenic patients—findings sug- 
gesting that drug abuse may trigger the development of 
schizophrenia. ` 

A second model postulates that drug-abusing schizo- 
phrenic patients may be self-medicating their symp- 
toms. This model implies a selective matching of spe- 
cific substances (and their subjective effects) w:th 
specific symptoms, a match that may have informative 
psychobiological origins. For example, drug abuse 
may be understood as an “‘on-the-street” parallel to 
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the laboratory finding that amphetamine challenge 
tests improve the mood and increase the work effi- 
ciency of some schizophrenic patients (12-14). A re- 
view of retrospective studies (15) has suggested that 
schizophrenic patients prefer drugs which might coun- 
teract negative symptoms (e.g., cocaine, cannabis, am- 
phetamines, and hallucinogens) rather than potentially 
depressant drugs, such as sedative-hypnotics, opiates, 
and alcohol. A third, related model postulates that 
drug-abusing patients self-medicate uncomfortable 
neuroleptic-induced extrapyramidal symptoms (3, 15, 
16). Anecdotal reports support the notion that schizo- 
phrenic patients self-medicate both negative symptoms 
and extrapyramidal symptoms by using psychoactive 
drugs (16). 

Our study evaluated substance abuse in consecu- 
tively admitted schizophrenic, schizoaffective, and 
schizophreniform disorder inpatients. We used pro- 
spectively gathered data to conduct a multidimen- 
sional comparison of drug-abusing and non-drug- 
abusing patients on serial clinical dimensions. To our 
know-edge, no prospective study of inpatients of such 
size and scope has been previously reported. 

The study aimed to 1) determine substance abuse 
prevalence and preference in a diverse sample of these 
inpatients, 2) compare drug-abusing and non-drug- 
abusing patients on demographic and clinical variables 
during the acute and stabilization phases of their hos- 
pital course, and 3) obtain data from patients on their 
reasons for drug abuse and on acute state-related 
changes during periods of intoxication. 


METEOD 


The study group consisted of 83 psychotic inpatients 
consecutively admitted to the New York Hospital- 
Payne Whitney Clinic from May 1988 to December 
1988, who gave informed consent and fulfilled the 
DSM-III-R criteria for schizophrenia (N=68), schizo- 
affective disorder (N=12), or schizophreniform disor- 
der (N=3). The subjects were between 18 and 55 years 
of age, were without documented neurologic or or- 
ganic brain syndrome, and were carefully screened to 
rule out brief drug-related psychoses. Thirteen patients 
with prominent histories of drug abuse were excluded 
when a diagnosis of schizophrenia could not be made. 
Two general types of patients were thereby excluded: 
1) those whose exacerbation of illness occurred in the 
context of substance abuse and for whom psychotic 
symptoms remitted and did not recur during periods of 
abstinence from drugs and 2) patients without absti- 
nent periods or whose functioning during such periods 
could not be confidently ascertained. 

All diagnostic and clinical symptom assessments 
were performed by an independent clinical research 
team using the Structured Clinical Interview for DSM- 
UI-R (SCID) (17), the Global Assessment Scale (GAS) 
(18), the Brief Psychiatric Rating Scale (BPRS) (19), 
and the Scale for the Assessment of Negative Symp- 
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toms (20). Interrater reliability (intracless correlation 
coefficient) on the negative symptoms scale and the 
BPRS was in the 0.85—0.58 range. Patents were as- 
sessed with the BPRS, the negative symptoms scale, 
and the GAS during the acute phase (wichin 5 days of 
admission) and during a period of relative stability 
(within 5 days before discharge). 

Premorbid adjustment was evaluated by using the 
Cannon-Spoor et al. Premcrbid Adjustment Scale (21). 
Premorbid adjustment and demograph c and ‘amily 
history data were gathered through inter=iews with the 
patients and, in a majority (82%) of cases, interviews 
with their first-degree relatives. We usec a family his- 
tory data form that detailed psychosis, psychiatric hos- 
pitalizations, neuroleptic treatment, serious depres- 
sion, and suicide attempts of the relctives. Family 
histories of psychiatric disorder and drig abuse were 
considered to be positive i= reported by any available 
source. 

The subjects received SCID interviews to generate 
DSM-III-R diagnoses of a.cohol and dnig abuse and 
dependence (22). Informacion from medical records 
and family members provided histcrical data. Any pa- 
tient with a DSM-III-R diagnosis of dr-g or aicohol 
abuse or dependence was considered t be a drug- 
abusing patient. Non-druz-abusing patients had no 
such diagnosis (current or lifetime}. Data on the reli- 
ability of the research diagnoses (the =rug-abusing/ 
non-drug-abusing distinction) were base= on compar- 
ison with the diagnoses made by an independent 
outpatient clinician (P.J.W.). Reliabilicy was good 
(kappa=0.80), with an estimate based on 30 cases. 
The clinical assessor who collected dreg abuse data 
was blind to other clinical assessments end biological 
measures. 

Patients who met the criteria for DSM-JII-R drug or 
alcohol abuse or dependenze within the 6 months be- 
fore assessment were defired as recent =rug abusers. 
Drug-abusing patients in zemission we-2 considered 
past drug abusers. 

All patients received a semistructured drug abuse 
interview created for our study (23). Polysubstance- 
abusing patients’ subjectiv2 reports of ecute drug ef- 
fects were generally colleced for no m=re than two 
drugs. The reliability of the interview is carrently being 
assessed for schizophrenic and borderline patients. 

To assess the nonspecific characteristics of the drug- 
abusing group, we compared the patients with any di- 
agnosis of drug or alcohol abuse or dependence to the 
patients without diagnoses of abuse or d2pendence. In 
addition, we performed thr2e sets of post hoc analyses: 
1) patients who abused only alcohol and patients who 
abused only cannabis were compared with patients 
who were not drug abusers, 2) recent drug abusers 
were compared with past drug abusers and patients 
who were not drug abusers, and 3) analyses were per- 
formed excluding the atypical schizoph-enic patients 
(schizoaffective and schizophreniform). 

We analyzed the categor cal data using contingency 
table and chi-square analyses. Continucus data were 
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analyzed with t tests (two-tailed) and analysis of vari- 
ance. BPRS composite scores of global symptom fac- 
tors (anergia, activation, thought disorder, paranoia- 
suspiciousness, anxiety-depression) reported by Guy 
(24) were calculated. Data from the Scale for the As- 
sessment of Negative Symptoms were analyzed using 
global summary items for each of the five scales. Our 
approach to dealing with the potential type I error 
associated with multiple tests was to perform a test of 
the overall significance using a composite measure, as 
recommended by Cohen and Cohen (25). Only in the 
case of a significant result (p<0.05) for the composite 
did we perform tests of significance for subscales. Sub- 
jective effects data were analyzed by using a 3 (group) 
x3 (response category) chi-square. We performed post 
hoc analyses among the groups if an overall significant 
(p<0.05) chi-square was obtained. 


RESULTS 
Demographic and Substance Abuse Variables 


There were no statistically significant differences be- 
tween the drug-abusing and the non-drug-abusing pa- 
tients on the demographic variables of age, sex, race, 
marital status, living arrangements, education, and 
occupational functioning. The patients were young 
(mean+SD age=30.6+8.5 years), were unmarried 
(79%, N=58), and had at least a high school educa- 
tion (78%, N=65). Sixty-three percent (N=52) were 
white. Age at onset of schizophrenia (mean+SD= 
22.9=7.4 years) and rumber of previous hospitaliza- 
tions (meant+SD=2.723.3) did not differ between the 
two groups. The mean+SD age at onset of alcohol use 
was 19.5+4.7 years; age at onset of drug use was 
18.9+4.8 years. 

Forty (48%) of the 83 patients received DSM-III-R 
diagnoses of drug abuse or dependence and met the 
criteria for a total of 76 diagnoses (cannabis, 26; al- 
cchol, 21; cocaine, 14; hallucinogens, five; stimulants, 
five; sedative-hypnotics, three; other, two). The major- 
ity of the diagnoses were for dependence (N=64) 
rather than abuse (N=12). Nineteen patients (23%) 
used one substance only (cannabis, eight; alcohol, 10; 
stimulants, one), while 21 patients (25%) were poly- 
substance users. Twenty-nine (35%) of the patients 
were recent users. Takle 1 shows the number of days 
within 1 week, 1 month, and 1 year before admission 
that recent drug abusers used alcohol, cocaine, and 
cannabis. Twenty-nine (48%) of the drug-abusing pa- 
tients’ 61 diagnoses of cannabis, alcohol, or cocaine 
akuse or dependence reflected daily drug use for 2 or 
more years. Another 12 diagnoses (20%) reflected use 
three times a week for 2 or more years. 

Twenty-six (65%) of the 40 drug-abusing patients 
had family histories of substance abuse in first-degree 
relatives, compared with five (12%) of the 43 non- 
drug-abusing patients (y7=9.88, df=1, p<0.01). In 


TABLE 1. Alcohol, Cannabis, and Cocaine Use by Recent Drug- 
Abusing Schizophrenic Patients During the Week, Month, and 
Year Before Hospitalization 


Days of Use 
Alcohol Cannabis Cocaine 
Abusers Abusers Abusers 
Period Before _(N=17) — _(N=13) A7 
Hospitalization Mean SD Mean SD Mean SD 
Week 3.6 34 19 25 23 24 
Month :14 11 11 11 9 10 





Year 145 120 133 104 120 106 


contrast, there were no significant differences in family 
history of psychiatric illness, hospitalizations, or sui- 
cide attempts between the drug-abusing and non-drug- 
abusing schizophrenic patients. 


Clinical and Treatment Variables 


There were no significant differences between the 
two groups of patients on any of the GAS, BPRS, or 
negative symptom measures at admission. However, at 
discharge the drug-abusing patients showed less severe 
psychopathology, as measured by total BPRS and neg- 
ative symptom scores (table 2). Analysis of the BPRS 
factors revealed that drug-abusing patients had signifi- 
cantly lower scores on positive symptom BPRS dimen- 
sions (thought disorder and paranoia-suspiciousness) 
as well as anergia, but did not differ from the non-drug- 
abusing patients on activation and anxiety-depression. 

When recent drug abusers, past drug abusers, and 
non-drug-abusing patients were compared, no differ- 
ences were found at admission. At discharge the recent 
drug abusers had significantly lower mean+SD total 
BPRS scores (recent abusers, 1.87+0.52; past abusers, 
1.77+0.15; nonabusers, 2.24+0.66; F=4.75, df= 
2, 77, p<0.05) and significantly lower thought disor- 
der scores (recent abusers, 1.78+0.78; past abusers, 
2.05+1.18; nonabusers, 2.46+1.16; F=4.99, df= 
2,77, p<0. 01) ‘than the non-drug-abusing patients. . 
Both the recent and past abuser groups had signifi- 
cantly lower paranoia- suspiciousness scores than the 
nonabuser group (recent abusers, 1.64+0.83; past 
abusers, 1.26+0.74; nonabusers, 2.44+1.07; F ~9.81, 
df=2, 77, p<0.001). 

Analysis of scores on the Scale for the Assessment of 
Negative Symptoms revealed that the drug-abusing pa- 
tients had significantly less affective flattening than the 
non-drug-abusing patients (table 2). Exclusion of the 
atypical schizophrenic patients resulted in the finding 
that besides having less affective flattening, the drug- 
abusing patients had less anhedonia and less avolition- 
apathy than the patients who were not drug abusers. 

The drug-abusing and non-drug-abusing patients 
did not differ in global functioning as measured by the 
GAS, mean+SD length of hospital stay (abusers, 47.4 
25.7 “days; nonabusers, 61.1+54.4; t=—1.45, df=81, 
p=0.15), and mean+SD dose of neuroleptic medica- 
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TABLE 2. Scores on Clinical Measures at Discharge of Drug-Abusing and Non-Drug-Abusing Schizophrenic Patients 








Drug Abusers 
(N=40) 
Measure Mean SD 
Scale for the Assessment of 
Negative Symptoms” 
Total 2.35 0.72 
Alogia 2.05 0.87 
Anhedonia-asociality 2.74 1.06 
Attention 1.87 1.02 
Affective flattening 2.40 0.91 
Avolition-apathy 2.71 1.20 
BPRS? 
Total 1.87 0.46 
Thought disorder 1.85 0.91 
Paranoia-suspiciousness 1.60 0.80 
Anxiety-depression 2.42 0.71 
Anergia 1.86 0.62 
Activation 1.65 0.61 
GASS 43.06 8.90 








Non-Drug-Abusers 
(N=43) Sign-ficance 

Mean SD t df p 
2.70 0.74 2.15 79 0.03 
2.28 1.08 1.03 79 n.s. 
3.12 1.18 1.52 79 n.s. 
2.19 1.08 1.36 79 ns. 
2.80 1.01 1.96 79 0.05 
3.12 0.91 1.76 79 0.08 
2.26 0.66 2.98 78 0.004 
2.46 1.16 2.64 79 0.01 
2.44 1.07 3.98 79 0.001 
2.29 1.00 —0.57 79 n.s. 
2.30 0.83 2.54 78 0.02 
1.73 0.82 0.49 76 n.s. 

40.48 12.01 —1.02 72 ns. 


“Scores range from 0 to 5; lower scores represent less severe symptoms. The total score represents the mear. of the means for t^e five individual 


items. 


Scores range from 1 to 7; lower scores represent less severe symptoms. Each individual score is the mean ož the means for BPFS items included 
in that factor; the total score represents the mean of the means for the five factors. 
“Scores range from 0 (extremely dysfunctional) to 100 (extremely high level of functioning). 


tion at discharge (abusers, 554.6+389.7 chlorproma- 
zine equivalents; nonabusers, 973.3+1607.1; t=—1.52, 
df=73, p=0.13). (Neuroleptic doses for eight patients 
were unavailable because they were participants in an- 
other blind research protocol.) 

Premorbid adjustment scores revealed no differences 
between groups in psychosocial adjustment in child- 
hood or adulthood. However, drug-abusing patients 
reported significantly better sexual adjustment and 
worse scholastic adaptation in early adolescence (sex- 
ual acjustment: mean+SD score for drug abusers, 
1.3841.06; for nonabusers, 2.17+1.39; t=2.16, df= 
58, p<0.05; scholastic adaptation: drug abusers, 
2.61+1.42; nonabusers, 1.85+1.31; t=—2.16, df= 
58, p<0.05) and in late adolescence (sexual adjust- 
ment: drug abusers, 2.12+1.17; nonabusers, 2.53+ 
1.60; t=2.08, df=57, p<0.05; scholastic adaptation: 
drug abusers, 2.74£1.32; nonabusers, 1.97+1.49; 
t=—1.99, df=54, p<0.05). (Lower scores indicate bet- 
ter functioning.) These differences were not apparent 
when only the schizophrenic patients were assessed. 


Subjective Effects and Reasons for Drug Use 


Cannabis, alcohol, and cocaine were the only drugs 
used with sufficient frequency to permit statistical 
analysis. Patients reported that all three drugs acutely 
increased happiness and decreased depression, but that 
alcohol, cocaine, and cannabis had different effects on 
anxiety, psychotic symptoms, and energy level (table 
3). Alcohol and cannabis shared common effects of 
decreasing anxiety, in contrast to cocaine, which in- 
creased anxiety. Cannabis and cocaine were more of- 
ten reported to increase energy and psychotic symp- 
toms than alcohol. Table 4 indicates patients’ reported 
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reasons for use, which did not differ greatly across 
drugs. 


DISCUSSION 


This study found a clinically significant lifetime 
prevalence of substance abuse in a sampE of consecu- 
tively admitted schizophrenic inpatients: 35% of the 
patients had recently used drugs to ar extent that 
caused impairment in functioning; almost 50% of the 
patients had experienced some impairmert due to drug 
or alcohol use during their lifetimes. Our data are con- 
sistent with rates of drug abuse for schizophrenic pa- 
tients reported by other groups in diverse geographic 
locations (1-3, 9). Comparison with a 16.4% lifetime 
prevalence rate of DSM-IiI substance abse disorders 
in a community sample from the NIMH Epidemiologic 
Catchment Area Program (26) suggests that the rate 
of drug abuse among schizophrenic patie=ts is consid- 
erably higher than that in the general population. 
However, interpretation of these data is inconclusive 
without reference to appropriately matched ccntrol 
groups; the prevalence of schizophrenia, as well as sub- 
stance abuse, is known tc be greater among younger 
people. Further, data from urine drug sc-eens, if they 
had been available, would have strengthened the va- 
lidity of our data on current use. 

Our group of schizophrenic patients commonly used 
cannabis, alcohol, cocaine, hallucinogens, and stimu- 
lants, corroborating the findings of retrospective stud- 
ies (9, 15). In comparison with a group of 19 consec- 
utively admitted psychotic affective disorder patients 
of similar age in a parallel study of similar design (G. 
Haas, personal communication, 1990), we found that 
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TABLE 3. Effects of Alcohol, Cannabis, and Cocaine Use on Mood and Symptoms Reported by Drug-Abusing Schizophrenic Patients? 


Effects of Drug 











Significance 


Alcohol Abusers (N=14) Cannabis Abusers (N=23) Cocaine Abusers (N=9) 
Dimension Increased Same Decreased Increased Same Decreased Increased Same Decreased x? (df=4) p 
Anxiety 0 0 14 1 0 22 5 1 2 28.64 0.001” 
Depression 1 3 10 1 3 19 2 3 4 5.14 n.s. 
Calm 10 2 2 18 3 2 3 1 4 7.30 n.s. 
Suspicion 1 11 2 17 5 1 3 3 2 17.66 0.001 
Trust 3 9 1 1 11 11 1 2 5 9.46 0.054 
Hallucinations 0 13 0 7 15 1 2 3 2 12.47 0.01° 
Slowing down 7 3 3 5 2 15 0 2 6 10.65 0.03f 
Stiffness 0 12 0 0 21 1 0 8 0 —s — 
Energy 3 0 11 16 1 5 8 0 1 15.54 0.004" 





“Forty-six reports on the 67 instances of dependency on or abuse of these drugs were obtained. Eight reports were missing because of lack 
af patient cooperation, three were missing because of temporally remote drug use, and four were missing because the patients had already 


reported on two other drugs. 
Cocaine versus cannabis: <= 
“Alcohol versus cannabis: ,*=15.5, df=1, p<0.001. 
dAlcohol versus cannabis: x=7. 3, df=1, p<0. 0S. 
‘Alcohol versus cannabis: y7=5.8, df=1, p<0.05. 


=18.7, df=1, p<0.0001; cocaine versus alcohol: x?=15.7, deh p<0.001. 


‘Alcohol versus cannabis: x?=6.7, df=1, reo. 05; alcohol versus cocaine: y7=3.5, df=1, p= =0.06. 


PChi-square not calculable because of pattern of zeroes. 


alcohol versus cannabis: y7=10.9, df=1, p<0.01; alcohol versus cocaine: x2=13.8, df=1, p<0.001. 


TABLE 4. Reasons for Drug Abuse Reported by Schizophrenic Pa- 
tients With Drug-Abuse Diagnoses 





Yes No 
Reason N %* N %* 
To get high 38 72 14 26 
To decrease depression 38 72 15 28 
To relax 34 64 19 36 
To increase pleasure 33 62 18 34 
To increase energy 30 56 22 42 
T» go along with the group 29 S55 24 45 
To increase emotions 26 49 26 49 
To talk more 24 45 29. <55 
To be more creative 21 40 31 58 
To satisfy curiosity 11 21 40 75 
To increase concentration 10 19 42 81 
T> work and study better 9 17 44 83 
To decrease side effects of medication 8 15 44 83 
To decrease hallucinations 6 11 46 87 
To decrease suspiciousness 3 4 49 92 


“Reports on 53 of the 61 instances of dependency on or abuse of 
these drugs were obtained. One report was missing because of lack 
of patient cooperation, three were missing because of temporally 
remote drug use, and fouz were missing because the patients had 
already reported on two ather drugs. Where percentages do not add 
to 100, the remaining responses were “not sure.” 


our schizophrenic patients showed a relatively greater 
preference for psychotomimetic drugs (cocaine, can- 
nabis, stimulants, and hallucinogens) in contrast to the 
more common use of alcohol and sedative-hypnotics 
among the affective disorder patients (y*=5.2, df=1, 
p<0.05). Our findings add to the accumulating body 
of data indicating that schizophrenic patients prefer- 
entially abuse drugs that induce psychotic symptoms. 

Our results suggest important clinical differences be- 
tween drug-abusing and non-drug-abusing schizo- 
phrenic groups. The drug-abusing schizophrenic pa- 
tients showed less overall psychopathology than the 
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schizophrenic patients without drug abuse on meas- 
ures of positive and negative symptoms at discharge, 
although lengths of hospital stay and amounts of neu- 
roleptic medication were equivalent. Given that the 
drug-abusing patients were no different from the non- 
abusers in psychopathology at admission, it is possi- 
ble that drug-abusing schizophrenic patients respond 
more quickly cr completely to hospital treatment than 
schizophrenic patients without drug abuse. The less 
severe symptoms demonstrated by the drug-abusing 
patients may also have resulted from drug abstinence 
in the hospital; a variety of abused drugs have been 
shown to exacerbate psychosis in schizophrenic pa- 
tients (1, 12-14, 27, 28), and in this study recent drug- 
abusing patients demonstrated significantly lower lev- 
els of positive symptoms at discharge than did patients 
who were not drug abusers. 

Even if drug abstinence did account for the lower 
symptom severity among the recent drug-abusing pa- 
tients, the fact' that equivalent treatment resulted in 
lower symptom severity for past drug-abusing patients 
requires explanation. Perhaps the social skills and mo- 
tivation necessary to obtain drugs select out the more 
treatment-responsive schizophrenic patients with bet- 
ter prognosis, who, when treated appropriately and 
abstaining from drugs, would be less symptomatic 
than non-drug-abusing patients. It makes clinical sense 
that patients with fewer negative symptoms would be 
more likely to use drugs; negative symptoms might 
reduce the energy and motivation required to seek and 
obtain drugs. 

When just the schizophrenic patients (excluding 
atypical cases) were considered, more of the negative 
symptoms of the drug-abusing patients were less severe 
at discharge. The exclusion of schizoaffective patients’ 
data from the analysis of negative symptoms may have 
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reduced the possible confounding effect of depressive 
symptoms. Future investigations need to compare the 
impact of the broad and narrow definitions of schizo- 
phrenia on substance abuse patterns. 

In spite of the lower severity of symptoms found in 
the drug-abusing patients at discharge, it is important 
to note that global functioning as reflected on the GAS 
was equivalent for the two groups. We suspect that 
drug abuse may impair global functioning sufficiently 
to compromise drug-abusing patients’ possible advan- 
tage over non-drug-abusing patients in terms of less 
severe psychopathology. 

The drug-abusing schizophrenic patients demon- 
strated better premorbid functioning than the patients 
without drug abuse on measures of sexual adjustment 
during early and late adolescence—a finding which 
confirms and extends reports of previous studies that 
examined adolescence (8) and premorbid DSM-II per- 
sonality diagnoses (11). The lower scores on scholastic 
measures may indicate the truancy and antisocial be- 
havior often associated with drug abuse. The superior 
premorbid functioning of the drug-abusing patients on 
social-sexual measures may indicate that schizophrenic 
patients with better prognostic features are more likely 
to have the interest and capability to seek and use 
drugs. It appears that the analyses of the schizophrenic 
patients alone did not reveal the differences found in 
the larger sample because of the restriction of range 
brought about by dropping the data of the schizoaffec- 
tive disorder patients who had superior levels of pre- 
morbid functioning. 

The finding that family histories of drug abuse were 
significantly more common in the drug-abusing than in 
the non-drug-abusing patients suggests that there may 
be familial determinants of drug abuse, which could be 
environmental, genetic, or both. In a study of schizo- 
phrenia and alcoholism in twins, Kendler (29) found 
that monozygotic twins of alcoholic schizophrenic par- 
ents were more likely than dizygotic twins of alcoholic 
schizophrenic parents to have both alcoholism and 
schizophrenia, suggesting a genetic component in both 
alcoholism and schizophrenia. Although our results 
should be interpreted cautiously because all family 
members were not interviewed directly and a system- 
atic method such as the Family History Research Di- 
agnostic Criteria procedure (30) was not used, the fa- 
milial association with drug abuse in schizophrenia 
suggests areas for future research. 

Drug-abusing patients’ explanations for drug abuse 
suggest that schizophrenic patients may use drugs to 
medicate specific symptoms. Most patients reported 
that they used drugs to relieve depression and to relax. 
Responses consistent with the desire for relief of neg- 
ative symptoms or depression (e.g., to increase emo- 
tions, talk more, increase energy) seemed important 
for about half of the patients. Relatively few patients 
reported abusing drugs to reduce extrapyramidal 
symptoms. 

Drug-abusing patients’ three most abused drugs 
(cannabis, alcohol, and cocaine) revealed distinctive 
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patterns of effects. The most preferred drug, cannabis, 
was both anxiolytic and activating (increasing energy). 
The next most popular drugs each shared one of those 
favored effects: alcohol, the anxiolvtic effect, and co- 
caine, the activating effect. Since the crug-abusing 
patients reported that they abused drugs primarily to 
alleviate depression, perhaps they construed anxiety 
and decreased energy (either primary or neuroleptic- 
induced) as depression. The disparity between pa- 
tients’ reports of specific drug effects and their reasons 
for drug abuse may give clues about how schizo- 
phrenic patients experience depression, which is 
known to be difficult to distinguish from ekinesiz (31) 
and negative symptoms (32) in schizophrenia. 

These self-report data are limited by several impor- 
tant factors. The patients’ explanations of drug abuse 
may have been post hoc rationalizations for symptoms 
actually caused by drug abuse. The reliability of pa- 
tients’ self-report data depends on reports of their feel- 
ings and experiences while intoxicated; retrospective 
self-report data are subject to general biases of recall 
and state-dependent effects. Schizophrenic pacients 
may not differ from other populations in this regard. 
Nevertheless, these perceptions, however inaccurate, 
may themselves drive drug-taking behavior, and thus 
they merit further investigation. Drug-abusing pa- 
tients’ reports of their reasons for drug use and the 
subjective effects of drugs indicate zhat the self-medi- 
cation of dysphoria might propel some schizophrenic 
patients to abuse drugs. 

It has been reported that drug-abusing schizophrenic 
patients require more hospitalization (33-35), have 
lower compliance with treatment regimens (3, 36, 
37), and are at greater risk for suicide (38). Our data 
show that despite decreased scores on measures of 
positive and negative symptoms az discharge, drug- 
abusing patients function no better than patients with- 
out drug abuse during the stabilization phase, sug- 
gesting that the combination of drug abuse and 
schizophrenia may complicate an otherwise less severe 
case of schizophrenia. 
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Clozapine and Norclozapine Plasma Concentraticns 
and Clinical Response of 
Treatment-Refractory Schizophrenic Patients 


Paul J. Perry, Ph.D., Del D. Miller, Pharm.D., M.D., 
Stephan V. Arndt, Ph.D., and Remi J. Cadoret, M.D. 


Objective: Clozapine, an atypical antipsychotic, has been estimated to be effective in 3°% 
of treatment-refractory schizophrenic patients. The authors hypothesized that if a dose- 
response relationship was obvious for this drug, the response rate could be significantly 
amplified. Method: Following-an 8-24-day dose titration phase, 29 inpatients with treat- 
ment-resistant schizophrenia diagnosed according to DSM-III-R were given a clozapine dose 
of approximately 400 mg/day for 4 weeks; blood samples were obtained weekly during tris 
period. Results: A receiver operator curve demonstrated that the threshold clozapine plasma 
concentration for therapeutic response was 350 ng/ml. Sixty-four percent of the patients uAth 
clozapine plasma concentrations greater than 350 ng/ml responded, whereas onl'y 22% of the 
patients with concentrations less than 350 ng/ml responded. Conclusions: Use of clozap:ne 
blood levels as a predictor for treatment response in treatment-refractory schizopbrexic 
patients appears worthwhile, since the measurement’s sensitivity for response was 64% and 





the specificity for nonresponse was 78%. 
(Am J Psychiatry 1991; 148:231-235) 


lozapine, classified as an atypical antipsychotic, 

appears to be a major improvement in the treat- 
ment of schizophrenic patients. A large multicenter 
study showed that 30% of schizophrenic patients who 
were resistant to adequate trials of at least three an- 
tipsychotics, as well as a 6-week trial of haloperidol, 
improved when treated with clozapine (1). However, 
there have been only limited data on plasma concen- 
trations, which might help predict which treatment-re- 
sistant schizophrenic patients may respond to cloza- 
pine. To our knowledge, only three studies have 
examined the relation between clozapine plasma con- 
centrations and clinical change (2-4). Thorup and Fog 
(2) studied 11 chronic schizophrenic patients who had 
been treated for long periods with clozapine and found 
no correlation between clozapine plasma concentra- 
tions and clinical response. The study was not a true 
fixed-dose, prospective trial of clozapine. Ackenheil et 
al. (3) and Brau et al. (4), reporting on this relation- 
ship, suggested that the degree of improvement seen in 
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their two studies was independent of plesma concen- 
trations. It is not clear whether these were fixed-dose 
studies, although it appears that the greazest improve- 
ment in paranoia and hallucinations occurred with 
plasma concentrations of less than 20C ng/ml. With 
these limited data availakle, it was the purpose of this 
investigation to determine whether a correlation exists 
between clozapine concentrations and tkerapeutic re- 
sponse by administering a fixed dose of clozapine for 4 
consecutive weeks. 


METHOD 


The patients in the study met the following criteria: 
1) age greater than 18 years; 2) DSM-II--R diagnosis 
of schizophrenia; 3) three 6-week periocs in the pre- 
ceding 5 years of treatment wich antipsychotics repre- 
senting at least two chemically dissimilar classes, at a 
dose equivalent to at least 750 mg/day of chlorprom- 
azine, without substantial relief of symptcms; 4) symp- 
toms significantly severe to generate a score exceeding 
40 on an 18-item ancho-ed version of me Brief Psy- 
chiatric Rating Scale (BPRS) (5); and 5) 20 depot an- 
tipsychotics during the preceding € weeks. 

Most of these patients participated in tre University 
of Iowa Mental Health Clinical Research Center pro- 
tocols, which required a 3-week drug washout. Cleza- 


231 


CLOZAPINE PLASMA COINCENTRATIONS 


pine was then initiated at a dose of 50 mg/day and 
increased by 50 mg/day, as tolerated by the patient, to 
a maximum dose of 490 mg/day. The patients were 
then maintained on a fixed dose of clozapine for a 
4-week period. Subjects who developed adverse effects 
that prohibited increasing the dose to 400 mg/day were 
maintained on the maximum dose tolerated. 

A trained research assistant reviewed all available 
records, administered the Comprehensive Assessment 
of Symptoms and History (6) within 1 week of admis- 
sion, and determined a diagnosis. Without knowledge 
of the results of this assessment, a senior clinician and 
an investigator (D.D.M.) also independently reviewed 
medical records, conducted a brief unstructured inter- 
view, and assigned diagnoses. For a patient to be ad- 
mitted to the study group, he or she had to receive 
independent diagnoses of schizophrenia from the as- 
sistant who administered the interview, the senior cli- 
nician, and the investigator. On the day of admission, 
the day before treatment began, and weekly thereafter, 
raters who were blind to the patients’ clozapine plasma 
concentrations quantified symptoms using the BPRS. 

Blood samples were collected in 10-ml heparinized 
Vacutainer tubes by antecubital puncture. Plasma was 
separated by centrifugation at 1500 rpm for 10 min- 
utes and stored at 5 °C. For each sample a 4-ml aliquot 
of plasma was analyzed according to a modified ver- 
sion of the high-performance liquid chromatography 
method of Lovdahl et al. (7). The instrument used for 
assays was an isocratic Shimadzu LC-6A liquid chro- 
matograph equipped with an ultraviolet variable- 
wavelength spectrophctometric detector (SPD-6A), a 
manual injector, and a data processor (C-R3A). A 
standard curve for the clozapine and its demethylated 
metabolite norclozapine was linear for values ranging 
from 50 to 1600 ng/ml. The assay was precise; coeffi- 
cients of variation for six clozapine samples of 50, 150, 
and 300 ng/ml were 4.2%, 3.9%, and 0.9%, respec- 
tively. The corresponding figures for norclozapine at 
50, 150, and 300 ng/ml were 8.6%, 14.0%, and 
12.0%, respectively. Tne interday coefficient of varia- 
tion for clozapine, 150 ng/ml, was 9.9% over the life 
of the assay. The recovery averaged 84.4% for cloza- 
pine and 28.4% for norclozapine. The minimum quan- 
tifiable concentration, defined as three times the stand- 
ard deviation of the lowest point on the calibration 
curve, was 15 ng/ml for clozapine and 30 ng/ml for 
norclozapine. 

Demographic and clinical characteristics of the re- 
sponders and norresponders were compared by using 
unpaired t tests. Total BPRS scores and individual 
BPRS factor scores were compared by using paired and 
unpaired t tests. Unless otherwise stated, all tests were 
two-tailed and an alpka level of 0.05 was considered 
significant. The cptimum plasma clozapine and total 
clozapine (clozapine plas norclozapine) concentrations 
for response were determined by generating receiver 
operating curves and then testing the sensitivity finding 
by chi-square analysis. 
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RESULTS 


Thirty-four patients met the inclusion criteria, pro- 
vided informed consent, and were started on the 
clozapine regimen. Of these, 29 (85.3%) completed 4 
weeks of treatment with a fixed dose of clozapine. Of 
the five patients who dropped out of the study, four 
dropped out after experiencing intolerable side effects, 
and one dropped out after experiencing a grand mal 
seizure that required the addition of phenytoin to his 
regimen. Of the four who dropped out of the study 
because of adverse effects, two dropped out after 3-5 
days because of sedation and orthostatic dizziness, one 
dropped out after 3 weeks because of the same symp- 
toms, and the fourth patient was discontinued, after 
taking clozapine for approximately 3 weeks, when he 
developed a fever, severe hypotension, and an elevated 
creatine phosphokinase level. 

Of the 29 completers, 20 were male and nine were 
female. The mean+SD age of the group was 33.2+7.8 
years, with a range of 19-48 years. The subjects re- 
ceived a mean+SD daily clozapine dose of 384+42 
mg, equivalent to 4.9+1.0 mg/kg per day. Among the 
patients who improved while taking clozapine, there 
was no significant difference (unpaired t=1.49, df=27, 
p=0.15) in dose: between the responders (mean+SD= 
4.6+1.0 mg/kg per day) and the nonresponders (5.2% 
1.1 mg/kg per day). Of the 29 patients who completed 
the study, 24 (82.6%) reached the dose plateau of 400 
mg/day; one of the patients received 450 mg/day. The 
other five patients were unable to tolerate a dose of 
400 mg/day. One was maintained on a dose of 350 
mg/day, three on 300 mg/day, and the fifth on 250 
mg/day. It required a mean+SD of 10.5+3.3 days 
(range=7—24 days) for the titration of the dosage to 
reach these patients’ maximum tolerable doses. The 
limiting adverse effect in all five patients was daytime 
sedation. These doses resulted in mean+SD clozapine 
plasma concentrations at the end of treatment weeks 1, 
2, 3, and 4 of 417+286, 349+198, 382+283, and 
348+307 ng/ml, respectively. Corresponding norclo- 
zapine plasma concentrations were 130+79, 106+6°, 
117+76, and 111+92 ng/ml. One-factor repeated 
measures analyses of variance found no significant dif- 
ference in the 4’ weeks of clozapine levels (F=1.148, 
df=3, p=0.34) or the 4 weeks of norclozapine concen- 
trations (F=1.143, df=3, p=0.34) within subjects, al- 
though differences were obvious and consistent be- 
tween subjects ‘F=8.854, df=27, p=0.0001, and F= 
6.893, df=27, p=0.0001, respectively). Intraclass 
correlations for the between-subjects effects were 0.89 
and 0.86 for summed clozapine and norclozapine con- 
centrations, respectively, indicating a high degree of 
consistency. Thus, for all subsequent analyses, the clo- 
zapine and desmethylclozapine concentrations used 
for each patient were the means of the levels at weeks 
1, 2, 3, and 4. The mean+SD clozapine and norcloza- 
pine values were 3744233 and 116+65 ng/ml, respec- 
tively. The data describing the individual patients are 
presented in table 1. 
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TABLE 1. Data on 29 Schizophrenic Patients Treated With Clozapine for 4 Weeks 





Length 
Age of Illness 
Patient (years) Sex (years) 
Responders 
(N=11) 
1 30 M 9 
2 37 M 16 
3 48 F 25 
4 32 M 15 
5 31 M 7 
6 30 M 9 
7 32 F 12 
8 35 F 18 
9 26 M 11 
10 48 M 21 
11 27 M 7 
Mean 34.2 — 13.6 
SD 7.5 — 5.9 
Nonresponders 
(N=18) 
12 39 F 18 
13 31 M 12 
14 . 22 M 8 
15 41 M 20 
16 26 M 8 
17 42 F 14 
18 27 M 13 
19 48 M 26 
20 19 M 2 
21 31 M 11 
22 35 M 15 
23 29 M 10 
24 30 F 12 
25 44 F 24 
26 32 F 10 
27 39 M 21 
28 26 F 10 
29 25 M 5 
Mean 32.6 — 13.3 
SD 8.1 — 6.4 


Plasma Level (ng/ml) 


i 2 BPRS Score 
Clozapine = Norclozapine 
(ng/ml) (ng/ml) Baseline Week 4 
100 25 47 29 
122 27 66 28 
213 50 4: 30 
260 99 45 33 
397 112 4. 31 
504 105 4 25 
520 147 62 34 
527 190 4 30 
544 227 4t: 27 
573 206 4z 31 
687 163 4: 30 
404 123 4.07 29.8" 
199 70 £.9 2.6 
84 37 62 49 
128 34 z 42 
200 84 4€ 43 
201 90 S: 39 
206 59 F 55 
213 147 71 66 
229 66 6£ 42 
73 89 SE 46 
280 87 ig 37 
283 125 SE 41 
289 96 61 48 
304 95 71 40 
307 104 5€ 48 
322 95 6C 44 
549 144 4E 40 
662 142 7 36 
782 244 64 38 
1088 272 51 55 on. 
356 112 57.4” 44,9? 
255 63 £.6 7.7 


“Significant difference between responders and nonresponders (unpaired t=3.43, df=27, p=0.002). 
Significant difference between responders and nonresponders (unpaired t=6.31, df=27, p<0.0001). 


Patients were classified as responders or nonre- 
sponders according to the criteria of Kane et al. (1). 
Improvement or response was defined as a 20% or 
greater change in the total BPRS score from baseline to 
the erd of week 4 of fixed dosing and a final BPRS 
score of 34 or less. Eleven (37.9%) of the 29 patients 
were classified as responders by these criteria. As pre- 
sented in table 1, there were no statistically significant 
differences in age, sex distribution, duration of illness, 
clozapine concentration, or norclozapine concentra- 
tion between the group of responders and the group of 
nonresponders. However, the nonresponders had sig- 
nificantly higher BPRS scores than the responders both 
at baseline and at the end of the 4-week fixed-dose 
perio. 

Each patient’s BPRS scores were broken down into 
three symptom factors, based on Guy et al.’s five-fac- 
tor varimax solution (8), from the 18-item BPRS. The 
anergia factor, the thought disturbance factor, and the 
interpersonal disturbance factor were used in the anal- 
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yses. The anergia factor was used as an estimate of the 
negative symptom response to clozapine, while the 
thought and interpersonal disturbence factors were 
used as indices of the positive symptor response to 
clozapine. Table 2 presents the faccor scores for the 
responders and nonresponders at beselim2 and after 4 
weeks of a fixed dose of clozapine. Ar baseline the 
nonresponders’ anergia scores were 2reazer than those 
of the responders, although there was zo significant 
difference in the other two factor scores. Both the re- 
sponders and the nonresponders saowed significant 
decreases (all p values <0.05) in all -hree factor scores 
over their periods of clozapine treatment. However, at 
week 4 the responders’ scores were significantly lower 
for anergia, thought disturbance, and interpersonal 
disturbance. 

The optimal split for the clozapine concentrations 
was estimated by drawing receiver operating charac- 
teristic curves (9). To construct the curve, the percent- 
age of responders in the presence of a signal (“‘hits” or 
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TABLE 2. BPRS Factor Scores of 29 Schizophrenic Patients Treated With Clozapine for 4 Weeks 


Baseline Score Week 4 Score 
Responders Nonresponders Responders Nonresponders 
Factor Mean SD Mean SD ' Mean SD Mean SD 
Anergia 9.58 3.0 14.47 4.4 7° e23 10.8° 4.5 
Thought disturbance 12.4 40 14.9 3.8 7.0° 1.8 11.66 3.4 
Interpersonal disturbance 7.5 3.6 10.0 3.1 . 464 1.3 7.84 1.8 


"Significant difference between responders and nonresponders (unpaired t=3.18, df=27, p=0.004). 
Significant difference between responders and nonresponders (unpaired t=2.27, df=27, p=0.03). 

“Significant difference between responders and nonresponders (unpaired t=4.07, df=27, p=0.0004). 
Significant difference between responders and nonresponders (unpaired t=5.08, df=27, p=0.0001). 


FIGURE 1. Receiver Operating Curve for the Relation Between 
BPRS Scores and Clozapine Plasma Concentrations of 29 Schizo- 
phrenic Patients Treated for 4 Weeks 
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true positives, i.e., responders at a particular clozapine 
plasma concentration range) was plotted against the 
percentage of norresponders in the absence of the sig- 
nal (“false alarms” or false positives, i.e., nonre- 
sponders at a particular clozapine plasma concentra- 
tion range). Receiver operating characteristic curves 
for the clozapine and total clozapine (clozapine plus 
norclozapine) data sets are presented in figures 1 and 
2. For situations in which maximizing sensitivity (the 
probability of a -esponse in subjects who have high 
clozapine plasma concentrations) and minimizing 
specificity (the probability of no response to clozapine 
at low clozapine plasma concentrations) are equally 
important, the optimal cutoff score occurs at the point 
of furthest displacement of the curve. Because false 
positives represent nonresponders to clozapine, sensi- 
tivity is of paramount importance. The cutoff score 
that maximizes sensitivity (at the expense of specific- 
ity) occurs where the distance from the vertical axis is 
minimized while the distance to the horizontal axis is 
maximized. As illustrated in figures 1 and 2, for clo- 
zapine alone, a plasma concentration of 350 ng/ml or 
more satisfies this criterion, while for total clozapine 
(clozapine plus norclozapine) a concentration of 450 
ng/ml or more is acceptable. 

Clozapine concentrations of at least 350 ng/ml de- 
fined a group cf 11 patients that included seven 
(63.6%) of the 11 patients who responded to the drug. 
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FIGURE 2. Receiver Operating Curve for the Relation Between 
BPRS Scores and Total Clozapine (Clozapine Plus Norclozapine) 
Plasma Concentrations of 29 Schizophrenic Patients ‘Treated for 4 
Weeks 
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Similarly, total clozapine concentrations of at least 450 
ng/ml defined a group of 11 patients that included 
seven (63.6%) of the 11 patients who responded to the 
drug. Thus, both drug concentration measurements 
produced the same degree of sensitivity. Additionally, 
both drug measurements were able to produce the 
same degree of specificity. Clozapine concentrations of 
less than 350 ng/ml and total concentrations of less 
than 450 ng/ml predicted nonresponse in 77.8% (14 of 
18) of the patients. Chi-square analyses on these data 
found significant differences between the responders 
and nonresponders at these particular cutoff concen- 
trations (x*=4.97, df=1, p=0.03). 


DISCUSSION 


Clozapine obviously represents a major advance in 
the treatment of schizophrenia. In this study we found 
that 37.9% of schizophrenic patients who had not re- 
sponded to antipsychotics responded to clozapine. 
This figure is similar to the 30% rate found by Kane et 
al. in a 6-week double-blind study (1). Meltzer et al. 
(10) reported that 61% of treatment-resistant schizo- 
phrenic patients. responded to clozapine when treated 
for up to 12 months, suggesting that a trial of 6 weeks 
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may not be adequate. An alternative explanation for 
Meltzer et al.’s finding may be that initially the plasma 
concentrations were too low, and when the dose was 
increased later, the patients eventually responded. This 
explanation seems reasonable when it is recognized 
that our response rate was 63.6% for patients with 
plasma clozapine concentrations greater than 350 ng/ 
ml. 

The data revealed a significant relation between 
clozapine plasma concentrations and clinical response. 
The only other demographic or clinical characteristics 
that distinguished the responders from the nonre- 
sponders were baseline total BPRS score and baseline 
BPRS anergia factor score. The data in table 2 indicate 
that the two positive symptom factors and the anergia 
factor showed significantly greater decreases in the re- 
sponders than in the nonresponders. Interestingly, the 
anergia factor was greater at baseline for the nonre- 
sponders and appeared to improve regardless of the 
clozapine concentrations. 

Simpson and Cooper (11) found that two patients 
who developed grand mal seizures while taking cloza- 
pine had plasma concentrations of 1313 and 2194 ng/ 
ml. Although these data do not suggest any upper limit 
of clozapine plasma concentrations for therapeutic re- 
sponse, the upper plasma concentration boundary will 
most likely be limited by adverse effects. One would 
expect that the neuroreceptors important to the de- 
sired antipsychotic effects will become saturated at 
some plasma concentration, making further increases 
of minimal benefit. 

Use of clozapine plasma concentration as a predictor 
of schizophrenic patients’ response to treatment ap- 
pears quite advantageous, since its sensitivity was 
nearly 64% and its specificity was almost 78%. To 
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confirm the legitimacy of clozapine plasma concentra- 
tion as a predictor of response, future investigations 
should demonstrate that nonresponding patients with 
plasma concentrations of less than 350 ng/ml wiil ben- 
efit from increasing the drug dose to yield plasma con- 
centrations above 350 ng/ml. 
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Hidden Severe Psychiatric Morbidity in Sentenced Prisoners: 


An Australian Study 


Helen Herrman, M.B.B.S., M.D., Patrick McGorry, M.B.B.S., 
Jennifer Mills, M.B.B.S., B.A., and Bruce Singh, M.B.B.S., Ph.D. 


Objective: The aim of this survey was to estimate the prevalence of severe mental disorders 
in a representative sample of sentenced prisoners. Method: The subjects were selected as a 
random sample of sentenced prisoners in Melbourne’s three metropolitan prisons. Interviews 
were conducted with 158 men and 31 women. Clinicians used the Structured Clinical In- 
terview for DSM-III-R (SCID) to diagnose psychotic, affective, and substance use disorders. 
Results: Six prisoners (3%) received current diagnoses of psychotic disorders, and 23 (12%) 
were diagnosed as having current mood disorders, mainly major depression. A lifetime 
diagnosis of at least one mental disorder each was made for 82% of the respondents, and in 
26% more than one lifetime disorder was diagnosed. Sixty-nine percent received lifetime 
diagnoses of dependence on or abuse of alcohol, other psychoactive substances, or a com- 
bination of these. Conclusions: These findings do not indicate a large-scale shift of deinsti- 
tutionatized psychotically ill people from mental hospitals to prisons. They do, however, 
highlight the diversion into the corrections system of substance-dependent people and the 


apparent pool of prisoners with largely untreated major depression. 


(Am J Psychiatry 1991; 148:236-239) 


ystematic information on the prevalence and types 

of severe mental disorders in prisoners is scarce, 
although reports have appeared in Great Britain (1), 
North America (2), and Australia (3). Commentators 
have speculated that the prevalence of mental disor- 
ders has increased in the last 30 years among people 
detained in prisons, jails, and remand centers and that 
these institutions have become repositories for the se- 
verely mentally ill (4). This is thought to be the unin- 
tended consequer.ce of deinstitutionalization and of 
the trend worldwide toward more stringent procedures 
for involuntary commitment to mental hospitals. Until 
recently, however, there has been little information 
frem prisons, jails, or remand centers to support or 
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refute these views (2, 5, 6). This debate has tended to 
overshadow other areas of concern about mental dis- 
orders among prisoners. 

Studies of subjects incarcerated in prisons have tra- 
ditionally shown low prevalences of severe psychotic 
and mood disorders but high prevalences of chronic 
psychological and social problems, alcohol and drug 
dependence, and mental handicap and epilepsy (1, 2). 
Higher rates of severe mental disorders have been 
found in people detained in jails in the United States (5, 
6) and remand centers in the United Kingdom: and 
Australia (7, 8). Jails and remand centers typically de- 
tain people before trial or for short sentences, and 
mentally ill detainees may be diverted to psychiatric 
facilities before conviction or imprisonment (6). 

A small number of prison surveys have used stand- 
ardized diagnostic instruments and representative sam- 
pling (1, 2, 9); three North American studies (2, 9) 
used the Diagnostic Interview Schedule (DIS) (10). 
These studies suggested that 10% to 15% of prison 
subjects have major DSM-III-R psychotic or mood dis- 
orders and need appropriate services. In addition, be- 
tween 47% and 72% of the prisoners in the North 
American studies have been diagnosed as abusing or 
being dependent on alcohol and up to 60% as abusing 
illicit drugs (2, 9). 

The aim of this survey was to estimate the preva- 
lence of severe mental disorders, individually and in 
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combination, in a representative sample of sentenced 
prisoners in Melbourne. We had the opportunity to 
contrast their psychiatric condition with that of home- 
less and disaffiliated people in inner Melbourne (11). 
The question of mental disorders in remandees was not 
addressed directly in this study. 


METHOD 
Diagnosis 


“Severe mental disorder” was defined as a disorder 
that met the DSM-III-R criteria for schizophrenia, 
other psychotic disorders, major mood disorders, dys- 
thymic disorder, or substance abuse or dependence (al- 
cohol or other). In addition, we recorded indicators of 
organic mental disorder. Both lifetime and current 
(past month) diagnoses were included. 

We used modules of the Structured Clinical Inter- 
view for DSM-III-R (SCID) (12) as the primary diag- 
nostic tool, supplemented by the Mini-Mental State 
examination (13) as an indicator of cognitive impair- 
ment and extra questions on family and personal his- 
tory. We had access to demographic and sentencing 
data from the Office of Corrections Victoria. The co- 
ordinator (J.M.) and the interviewers (two psychiatric 
nurses and a psychologist) had trained and used the 
instruments in a survey of homeless people in Mel- 
bourne (11). Two psychiatrists (H.H. and P.M.) made 
informal consensus diagnoses of organic mental disor- 
der using information from the interviews and from 
discussions in regular supervision sessions. 


Sampling Procedures 


The subjects were selected as a random sample, 
stratified by sex and prison, of the sentenced prisoners 
who were held in late 1987 in the three Melbourne 
metropolitan prisons: Pentridge, Metropolitan Re- 
mand Prison, and Fairlea. Of the approximately 1,900 
sentenced prisoners in Victoria in mid-1987, 800 men 
and 190 women were held in these prisons, and the 
remainder were in rural prisons. In general, those in 
rural prisons had been convicted of less serious crimes 
or were further along in their sentences than the met- 
ropolitan prisoners. 

Prisoners in the prison psychiatric unit (capacity, 54) 
at the time of the survey were not included in the study 
sample. Information about them was collected sepa- 
rately, from unit records. 

For each prison the Office of Corrections provided 
midnight census results for specified dates. The sam- 
ples were chosen by means of a random number list. 
The interviewing in each prison took several weeks, 
and prisoners transferred or released before interview 
were replaced by other prisoners about to be moved. 

A midnight census of male prisoners in Pentridge in 
late September 1987 yielded 408 names, and a second 
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census 1 month later provided 134 addizional names. 
A total sample of 140 mea (a one-in-fou- sample) was 
selected from the study population of 542. Over 6 
weeks in December and January, 43 further prisoners 
were selected for interview from lists of those due for 
release or due to be transferred to rural prisons. The 
researchers saw all prisoners eligible on a ziven day or, 
if all eligible prisoners could not be seen in 1 day, 
selected names ballot-style from a box. 

At Metropolitan Remand Prison a sam=le of 94 men 
(a one-in-three sample) was selected from a census 
population of 300 in December 1987. A further 36 
were selected to serve as replacements, irom lists of 
those due for release or due to be transf2rred to rural 
prisons, by means of the procedures alreedy described. 
A one-in-two sample of 44 women from 2entridge and 
Fairlea was selected in February 19&8, and four 
women were selected later for replaceme=t interviews. 

The subjects who agrzed to participate gave in- 
formed verbal consent to the interviews, which were 
conducted in private rooms. The informazion was used 
confidentially. For the prisoners who refused inter- 
view, we collected demographic and senzencing infor- 
mation from Office of Corrections files, data on previ- 
ous use of psychiatric services from the Victoria 
Psychiatric Case Register, and othe- info-mation from 
pre-sentence and other medical reports in the prison 
files. 


Sample Characteristics 


Of the 278 prisoners selected in the samples, 94 
(34%) were transferred or released before interview 
and one died. Of the 183 prisoners approached for 
interviews, 136 agreed ard 47 refused. An additional 
68 potential replacements were asked t3 participate; 
53 agreed and 15 refused. Therefore, a total of 189 
were interviewed, 75% o2 those asked. 

The interviewed subjects were predom:nantly voung 
(32% were aged 15 to 24 years and 48% were 25 to 
34) and male (158 men and 31 women; 84% and 
16%, respectively). The profile for thos2 refusing in- 
terview was similar: 51 (82%) were male and 11 were 
female, and 32% were 15 to 24 years ald and 42% 
were 25 to 34. In the June 1987 Office cf Corrections 
census of prisoners, 76% were younger than 35 years. 

Previous terms of imprisonment had bzen served by 
78% of the men (N=123) and 87% of the women 
(N=27). The comparable figures for the June 1987 
census of prisoners were 73% for men znd 65% for 
women. The median number of prior prison terms was 
two each for the original subjects chosen from the cen- 
sus lists, the replacement subjects, and the prisoners 
who refused interview. 

The median time since entry into prison varied sig- 
nificantly across the original subjects, -eplacements, 
and refusers, according to Kruskal-Wallis norpara- 
metric one-way analysis of variance (x?=25.47, df=2, 
p<0.0001). According to Mann-Whitney U tests, the 
median time was significantly shorter in the replace- 
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ments (85 days) than in either the original subjects 
(161 days; z=—4.01, p=0.0001) or the refusers (240 
days; z=—4.95, p<0. F001) but did not differ signifi- 
cantly between ‘the original subjects and the refusers 
(z=—1.51, p=0.13). 

The median minimum sentence also varied signifi- 
cantly across the three groups (x7=6.51, df=2, 
p=0.04). It was significantly shorter in the replace- 
ment subjects than in the original subjects (360 and 
730 days, respectively; z=—2.45, p=0.02), but there 
was no significant difference between the refusers (542 
days) and either tne replacements (z=—1.10, p=0.27) 
or the original subjects (z=—1.56, p=0.12). 

Among the 155 male respondents on whom we had 
relevant informat:on, the most serious offense leading 
to the current imprisonment for 87 (56%) was a crime 
clessified as violent (ranging from willful damage to 
murder but excluding sexual crimes). For 46 (30%) the 
most serious offense was a drug-related crime (includ- 
ing possession ard trafficking), and for 16 (10%) it 
was a sex-related crime (ranging from indecent assault 
to aggravated rape). The proportions of prisoners in 
these categories of most serious offense did not differ 
significantly across the original subjects, replacements, 
and refusers. 


RESULTS 


The prevalence of disorders in the 189 interviewed 
subjects is shown in table 1. To the mood disorder 
category we assigned the major affective disorders, 
including major depression, mania, and dysthymia. 
The “psychotic” diagnoses include all other psychotic 
diagnoses. 

Mood disorders, predominantly major depression, 
were the most common current diagnoses (12%). Six 
respondents were assigned current diagnoses of psy- 
chotic disorder. We did not systematically collect in- 
formation on current substance use for ethical reasons. 

Lifetime diagnoses cf mood disorder were made in 
34% of the subjects, psychotic disorder in 6%, and 
dependence on (predominantly) or abuse of alcohol 
and/or illicit substances in 69%. A lifetime diagnosis of 
at least one mental disorder each was made for 82% of 
the respondents, and in 26% more than one lifetime 
disorder was diagnosed (see table 2). 

There were no significant associations between the 
minimum sentence length or time since entry into 
prison and a diagnosis of current mood disorder. Nor 
did we find an association between age and the prev- 
alence of either lifetime or current disorders of any type. 

Of the 53 replacements, seven (13%) received cur- 
rent diagnoses of moad disorder, 11 (20%) received 
lifetime diagnoses of mood disorder, and 37 (70%) 
were given lifetime diagnoses of substance use disor- 
der. Ten (19%) had liretime diagnoses in both of these 
categories, and one had lifetime diagnoses of both psy- 
chotic and substance use disorders. The pattern of dis- 
orders was similar to that in the overall sample. 
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TABLE 1. Major DSM-HI-R Diagnoses Among 189 Sentenced Pris- 
oners in Melbourne 


Lifetime Current 
Disorder N % N % 
Mood disorders 65 34 23 12 
Bipolar disorder 1 1 0 0 
Other bipolar disorder 6 3 2 1 
Major depression | 55 29 18 10 
Dysthymia 0 0 3 2 
Depressive disorder not other- 
wise specified 3 2 0 0 
Psychotic disorders 11 6 6 3 
Schizophrenia 6 3 4 2 
Schizophreniform disorder 1 1 0 0 
Psychotic disorder not otherwise 
specified 4 2 2 1 
Substance use disorders 131 69 —- —Á 
Alcohol abuse 8 4 —- hl 
Alcohol dependence 72 38 — á — 
Other substance abuse 385 — — 
Other substance dependence” 185% aso i et 


*Information on current substance use disorders was not collected 
systematically. 
More than one diagnosis may apply per subject, so N represents 
number of diagnoses. Other substance abuse was diagnosed in 32 
subjects (17%), and other substance dependence was diagnosed in 
98 subjects (52%). 
“Sedatives, N=2; cannabis, N=25; stimulants, N=6; hallucinogens, 
Ne 4; multiple drugs, N=1. 
dcedatives, N=30; cannabis, N=29; stimulants, N=47; opioids, 
N=54; cocaine, N= 4; hallucinogens, N=3; other, N=3; multiple 
drugs, N=15. 


We reached informal consensus diagnoses of organic 
mental disorder for 16 subjects; most had organic af- 
fective and/or delusional disorders. All had concurrent 
diagnoses of substance-related disorders, Three sub- 
jects were probably mentally retarded (all three had 
other diagnoses). 

Of the 62 prisoners who refused interview, two had 
probable current diagnoses, one of psychosis and one 
of mood disorder, and another two had probable life- 
time diagnoses of mood disorder. Twelve (19%) had 
probable histories of alcohol abuse or dependence, and 
28 (45%) had probable histories of abuse of or depen- 
dence on illicit psychoactive substances. This informa- 
tion suggests that their pattern of severe disorders was 
similar to that in the interviewed subjects. 

In the prison psychiatric unit (not included in the 
census), 14 of the 38 inmates at the time of the census 
had probable lifetime diagnoses of psychotic disorder, 
and one had a probable lifetime diagnosis of major 
depression; six were currently psychotic. Alcohol (N= 
16) and illicit substance abuse or dependence (N=23) 
were the most common lifetime diagnoses. Five in- 
mates evidently had organic mental disorder. 


DISCUSSION 


In this study, trained and supervised clinician inter- 
viewers used a standardized diagnostic instrument, a 
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TABLE 2. Categories of DSM-III-R Disorders in Male and Female Sentenced Prisoners in Melbourne 





Lifetime? 
Male Female 

Disorder Category ANTIS) -A 
(mutually exclusive) N % N % 
One category 

Mood disorders 19 12 2 7 

Psychotic disorders 0 0 0 0 

Substance use disorders 74 47 11 36 
Two categories 

Mood and substance 30 19 8 26 

Mood and psychotic 1 1 2 7 

Psychotic and substance 3 2 2 7 
All three categories 3 2 0 0 
No disorders 28 18 6 19 


Current? 

Total Male Female Total 
(N=189) (N=158) (N=31) (N=189) 
N % N % N % N % 
21 11 19 12 4 13 23 12 

0 0 3 2 3 10 6 3 
85 45 Jb b `b b _b `b 
38 20 _b _b _b _b _b _b 

3 2 0 0 0 0 0 0 

3 3 _b b b _b b b 

3 2 al ae =b, aap = = 
34 18 136 86 24 77 160 85 


“Lifetime diagnoses include current diagnoses (except dysthymia), but an individual with a current diagnosis in one category nay have lifetime 


diagnoses in one or two other categories. 


Information on current substance use disorders was not collected systematically. 


procedure unusual in other studies of this type, to de- 
fine a range of severe mental disorders in a repre- 
sentative group of sentenced prisoners. The replace- 
ments, as expected, had overall shorter stays than the 
other subjects. Comparisons of the interviewed sub- 


jects and the prisoners who refused interview failed to ` 


indicate major systematic differences on a number of 
variables. 

The high prevalences of substance dependence and 
major mood disorders are consistent with findings 
from other studies, although we did not find the high 
rate of dysthymic disorder noted in the DIS surveys (2, 
9). This difference may be due to the clinicians’ use of 
the less structured SCID, which allows probing of re- 
sponses and consideration of context in judging the 
presence or absence of symptoms. Psychotic disorders 
were relatively uncommon, and the prevalence is likely 
to be unreliable in a sample of this size. 

Nonetheless, the survey gives an indication of the 
scale of the problem, and our findings are consistent 
with those from the North American surveys. Infor- 
mation obtained about prisoners who refused inter- 
view and separate analysis of the replacement sample 
both suggest that we did not miss large numbers of 
prisoners with psychotic disorders. 

We did not consider mental retardation and person- 
ality disorders, and our ability to diagnose organic 
mental disorder was limited because we did not per- 
form physical examinations. 

We were unable to confirm a large-scale shift of 
deinstitutionalized psychotically ill people from mental 
hospitals to prisons and did not find a large pool of 
hidden morbidity from psychotic disorders. These 
findings contrast with the high rate of psychotic disor- 
ders found in homeless and disaffiliated people in inner 
Melbourne in the winter of 1987 (11). We do not, 
however, dismiss the implications of the possibility 
that 30 to 40 people with current psychotic disorders 
are serving sentences in the Melbourne metropolitan 
prisons at any one time. This includes a number who 
are receiving treatment in the prison psychiatric unit. It 
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is also likely that a number of people with psychotic 
disorders who are in remand centers aze diverted to 
psychiatric services before sentencing or, if sentenced, 
are given short terms of imprisonment. Two other is- 
sues are important to the public health in botk Aus- 
tralia and North America: the diversion into the cor- 
rections system of substance-dependent people and the 
apparent pool of prisoners with largely untreated ma- 
jor depression. 
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Characteristics of Psychotic Inpatients 
With High or Low HVA Levels at Admission 


Malcolm B. Bowers, Jr., M.D. 


Objective: The purpose of this study was to examine the clinical profiles of psychotic 
patients whose fasting levels of plasma free homovanillic acid (HVA) were elevated on the 
day after admission to the hospital. Method: These 85 subjects with nonorganic psychoses 
had been previously studied with respect to their response to neuroleptic treatment. They 
were divided into two groups on the basis of a median split of their pretreatment plasma 
HVA levels, and the two groups were compared on a number of clinical and demographic 
variables ascertained during their hospital stay. Fasting levels of plasma free HVA and 
3-methoxy-4-hydroxyphenylglycol (MHPG) were measured by gas chromatography-mass 
spectrometry. Results: The high-HVA group tended to show a better prognostic profile than 
the low-HVA group; however, the only significant difference between groups was in the 
greater use of psychotogenic drugs by low-HVA males. Fourteen additional psychotic pa- 
tients with distinctly elevated HVA levels and normal MHPG values were also diagnostically 
heterogeneous. Conclusions: The results suggest that psychotic patients with different diag- 
noses who have relatively high levels of plasma free HVA before treatment will show a 
favorable early response to neuroleptic drugs. There may be neurobiological processes link- 





ing some patients across the clinical spectrum of the psychotic disorders. 


(Am J Psychiatry 1991; 148:240-243) 


here have been many efforts in the past few years 

to characterize the nonorganic psychotic condi- 
ticns with respect to nosology and family history (1, 
2). Biologically defined categories have only begun to 
appear (3). My colleagues and I previously reported 
that pretreatment levels of plasma free homovanillic 
acid (HVA), a metabolite of dopamine, and to some 
extent 3-methoxy-4-hydroxyphenylglycol (MHPG), a 
metabolite of norepinephrine, were significantly ele- 
vated before neuroleptic treatment in a group of acute 
psychotic patients of varying diagnoses who had a rel- 
atively favorable early response (10 days) to a modest 
neuroleptic dose (4—7). The actual correlation between 
pretreatment level of plasma HVA and early response 
in our studies has not usually been greater than 0.50, 
because some patients with normal pretreatment HVA 
values have also had a good response. However, in our 
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experience a pretreatment plasma HVA level of 18 
ng/ml or more is virtually always associated with a 
favorable early neuroleptic response. This finding sug- 
gests the possibility of a biochemically defined clinical 
subgroup among the psychoses that has a significant 
clinical correlate (favorable early neuroleptic re- 
sponse). In an effort to pursue other clinical factors 
possibly associated with elevated pretreatment levels 
of plasma HVA in acute psychotic states, my associates 
and I performed a median split according to the pre- 
treatment levels of plasma HVA in our subjects whose 
early treatment.response had previously been deter- 
mined and then compared the characteristics of the 
two groups. 


' 


METHOD 


Eighty-five consecutively admitted inpatients with 
nonorganic psychoses who gave informed consent 
were studied: 45 males aged 15—55 years and 40 fe- 
males aged 16-65 years. All had been previously in- 
volved in prospective neuroleptic trials to determine 
early (10-day) neuroleptic response. The details of 
these studies have been described elsewhere (4—7). In 
brief, the patients had been given diagnoses according 
to DSM-III criteria on the basis of all available clinical 
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TABLE 1. Data on Psychotic Inpatients Grouped According to Median Plasma HVA Levels at Admission—Continuous Variales 


Males 
High HVA 
(N=23) 

Variabl= Mean SD 
HVA level (ng/ml) 18.6 3.6 
MHPG level (ng/ml)* 4.1 1.4 
Age (years) 26.8 8.6 
Age at onset (years) 25.2° 6.8 
Number of hospitalizations 14 1.0 
Duration of illness prior to current 

hospitalization (weeks) 9.3 9.9 
BPRS score 

Depression i 3.7 2.4 

Guilt 3.2 2.9 

Mania 2.0 2.4 

Paranoia 6.0 1.5 

Psychomotor retardation 1.6 2.5 


Females 
Low HVA High HVA Low HVA 
(N=22) (N=20) (N=20) 
Mean SD Mean SD Mean SD 
11.1 2.2 22.5 8.4 11.6 21 
4.2 1.3 43 1.4 4.0 1.3 
23.8 9.0 31.8 9,3 30.4 13.1 
21.7? 6.2 27.3 8.8 26.3 11.7 
1.4 7 2.0 2.0 2.1 1.4 
6.4 7.2 9.3 11.0 6.4 5.3 
3.1 2.1 4.0 2.0 4.0 2.2 
2.4 2.1 2.4 2.6 3.0 2.3 
3.1 2.9 2.8 2.8 3.1 3.2 
6.0 1.8 6.1 1.8 6.0 1.6 
2.0 3.1 1.6° 2.0 2.8° 2.8 


*N=20 for high-HVA males, N=18 for low-HVA males, N=19 for high-HVA females, and N=16 for low-HVA females. 
Trend toward significant difference between high-HVA and low-HVA males (t=1.8, df=43, p=0.08). 
“Trend toward significant difference between high-HVA and low-HVA females (t=1.6, df=38, p=0.10). 


material. None had received more than 5 mg of halo- 
peridol or its equivalent for at least 1 week before 
admission. Fasting levels of plasma free HVA and 
MHPG were determined on the morning after admis- 
sion. The neuroleptic trials included a variable-dose 
haloperidol group (serum level measured) (4), a fixed- 
dose haloperidol group (0.2 mg/kg per day) (6), and a 
fixed-dose perphenazine group (0.5 mg/kg per day) (7). 
Response was assessed on the 10th day by independent 
raters using the Brief Psychiatric Rating Scale (BPRS) 
and a global assessment of residual psychotic symp- 
toms (7). In each study pretreatment fasting levels of 
plasma free HVA were significantly correlated (Pear- 
son r) with early neuroleptic response. For the total 
group the correlation between HVA level and response 
was 0.46 (N=85, p<0.001) and between MHPG level 
and response, 0.30 (N=73, p<0.01). The correlation 
between HVA and MHPG levels was also 0.30 (N= 
73, p<0.01). HVA and MHPG levels were not signifi- 
cantly correlated with age. 

Having identified a subgroup of subjects in whom 
pretreatment HVA levels were related to neuroleptic 
response, we performed a median split of the pretreat- 
ment HVA values, forming a high-HVA group (N=43) 
and a low-HVA group (N=42). We then compared 
these two groups by sex on the following items: age, 
marital status, HVA and MHPG levels, diagnosis, 
number of previous hospitalizations, age at onset of 
psychotic symptoms, duration of psychotic symptoms 
in the current episode, schizoid-asocial development 
(Gittelman-Klein scale) (8), psychotogenic drug use 
(primarily marijuana and/or cocaine), family history 
(first- or second-degree relative hospitalized for a psy- 
chiatric disorder other than alcoholism), and current 
symptoms, including the BPRS items for depressed 
mood, guilt, excitement, suspiciousness, psychomotor 
retardation, and auditory hallucinations. Suicidal ide- 
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ation or act was also scored. Details of these assess- 
ments, including interrater agreement, have been pre- 
viously published (9). 

In a further effort to maximize the specificity of el- 
evated plasma HVA values, we collected data on an- 
other group of 14 psychotic patients who had been 
admitted to the inpatient service over a 3-year period 
and were characterized by pretreatment HVA values of 
22 ng/ml or more and MHPG values cf less than 5 
ng/ml, i.e., distinctly elevated HVA levels and normal 
MHPG levels. Their fasting levels of plasma free HVA 
and MHPG were measured by gas chromatography 
and mass spectrometry as previously described (4). Di- 
chotomous variables were compared ty chi-square 
with Yates’ correction, and continuous variables were 
compared by t test (two-tailed). 


RESULTS 


Table 1 presents descriptive data for males and fe- 
males divided into high- and low-HVA groups. The 
high- and low-HVA groups for both male and females 
did not differ with respect to MHPG level, nor did the 
two groups differ with regard to age for either sex. 
Diagnoses also were not different for tue high- and 
low-HVA groups. The number of patients hospitalized 
for the first time was approximately the same for the 
two groups for both sexes. 

Table 1 also shows the results obtaired when the 
continuous clinical variables for the high- and low- 
HVA groups were compared. No d:fferemces were sig- 
nificant at the 0.05 level. Two possible trends were 
noted: males in the higk-HVA group <ended to be 
older at onset, and females in the lowHVA group 
tended to show more psychomotor retar=ation. 

Table 2 shows the results for the dichotomous clin- 
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TABLE 2. Data on Psychotic Inpatients Grouped According to Median Plasma HVA Levels at Admission—Dichotomous Variables 





Males Females 
High HVA Low HVA High HVA Low HVA 
(N=23) (N=22) (N=20) (N=20) 

Variable N % N % ' N % N % 
Diagnosis 

Schizophrenia 3 13.0 2 91 4 20.0 3 15.0 

Schizophreniform disorde: 6 26.1 3 13.6 2 10.0 1 5.0 

Schizoaffective disorder 2 8.7 4 18.2 4 20.0 3 15.0 

Atypical psychosis 5 21.7 4 18.2 1 5.0 5 25.0 

Mania, psychosis 3 13.0 8 36.4 6 30.0 5 25.0 

Depression, psychosis 3 13.0 1 4.5 3 15.0 2 10.0 

Paranoid disorder 1 43 0 0.0 0 0.0 1 5.0 
First hospitalization 17 73.9 16 72.7 10 50.0 11 55.9 
Ever married 8 34.87 3 13.67 9 45.0 9 45.0 
Schizoid history 9 39.1 5 22.7 4 20.0 6 30.0 
Auditory hallucinations 14 60.9 11 50.0 10 50.0° 15 75.0" 
Drug use 5 21.76 15 68.2° 5 25.0 8 40.0 
Family history of psychiatric disorder 11 47.8 14 63.6 12 60.0 12 60.0 
Su:cidal 8 34.8 7 31.8 3 15.0 6 30.0 


pitend toward significant d:fference between high-HVA and low-HVA males (x?=2.9, df=1, Pe =0.09). 


>Trend toward significant difference between high-HVA and low-HVA females (x?=2.7, df= 


1, p=0.10). 


“Significant difference between high-HVA and low-HVA males (x?=10.0, df=1, p=0.002). 


TABLE 3. Data on 14 Additional Psychotic Inpatients With HVA Levels Greater Than 22 ng/ml and MHPG Levels Less Than 5 ng/ml 


Age HVA Level MHPG Level 

Patient Sex (years)* Diagnosis (ng/ml)? (ng/ml)° 

1 F 21 Major depression, psychosis 34.1 4.6 

2 F 26 Major depression, psychosis 30.7 2.9 

3 F 47 Major depression, psychosis 32.2 3.8 

4 F 14 Mania, psychosis 24.2 4.4 

5 F 36 Mania, psychosis 31.0 3.3 

6 M 19 Schizoaffective disorder 22.0 3.1 

7 F 18 Brief reactive psychosis 29.7 2.9 

8 F 21 Atypical psychosis 27.2 4.6 

9 F 35 Atypical psychosis 32.4 4.4 
10 F 50 Atypical psychosis 29.3 3.9 
11 M 41 Paranoid disorder . 27.2 3.4 
12 F 24 Schizophrenia . 32.0 3.4 
13 F 24 Schizophrenia 24.9 2.2 
14 M 23 Schizophrenia 23.4 3.5 


pMeantSD= 28.5+11.3 years. 
PMean+SD=28.5+3.8 ng/ml. 
“Mean+SD=3.6+0.7 ng/ml. 


ical variables. The only significant difference was in 
drug use by males; the low-HVA males clearly were 
more likely to have used psychotogenic drugs to a sig- 
nificant extent. There was a trend for a higher propor- 
tion of high-HVA males than low-HVA males to have 
been married and for a greater proportion of low-HVA 
females than high-HVA females to have auditory hal- 
lucinations. Family history was not different between 
the two groups for either sex. 

Data on the supplementary cases chosen for elevated 
HVA values alone also indicated a diagnostically het- 
erogeneous group (table 3). Six patients were diag- 
nosed as having affective psychoses, three were diag- 
nosed as having schizophrenia, and the balance had 
other nonatfective psychoses. There were 11 females 
and 3 males. 
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DISCUSSION 


The high- and low-HVA groups formed by a median 
split of pretreatment, fasting levels of plasma free HVA 
in newly admitted psychotic patients did not show 
many clinical differences. The major clinical character- 
istic of the patients with elevated levels of plasma HVA 
was a relatively good early neuroleptic response, which 
had been previously assessed in separate studies. Other 
differences that emerged in the group comparisoas 
tended to indicate a somewhat better prognostic pro- 
file for the high-HVA subjects. High-HVA males 
tended to have been older at onset and to have been 
married at some period in their lives. High-HVA fe- 
males tended to have auditory hallucinations less often 
and to show less psychomotor retardation. 
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The major group difference was in the degree of 
previous psychotogenic drug use by the high- and low- 
HVA males. This was an unanticipated finding, and its 
meaning is unclear. We cannot assume from our data 
that there was a relation between plasma HVA values 
and psychotogenic drug use, but the findings are con- 
sistent with this possibility. Since all of our patients 
had been admitted for a first or second episode, differ- 
ences in chronicity of illness could not account for 
these findings (10, 11). It is possible that periodic psy- 
chotogenic drug use could affect dopaminergic neu- 
ronal systems and be reflected in plasma HVA levels. 
My colleagues and I pursued this matter in another 
study that focused on early neuroleptic response and 
the significance of previous psychotogenic drug use 
(12). 

It is noteworthy that there was no difference in du- 
ration of illness prior to hospitalization for the groups 
of either sex. Elevated levels of plasma HVA might 
have been hypothesized as resulting from an acute re- 
sponse to stress, most likely associated with psychotic 
disorders of recent onset. However, the finding that the 
high-HVA groups had, if anything, a somewhat longer 
duration of illness does not support that possibility. It 
is also clear that having a first- or second-degree family 
member who had been hospitalized for psychiatric ill- 
ness did not distinguish the high- and low-HVA 
groups, so that at this relatively inexact level of family 
diagnosis, at least, there is no evidence that the high- 
HVA characteristic has a genetic origin. 

It is apparent from our data that an elevated pre- 
treatment level of plasma HVA is not necessarily likely 
to be associated with good long-term prognosis but 
only with a favorable early neuroleptic response. For 
example, 20%—40% of the high-HVA group had a 
schizoid developmental history, a factor that is usually 
associated with a relatively poor social prognosis. It is 
quite likely that neuroleptic response, like other factors 
contributing to long-term outcome, is not highly inter- 
correlated with these other factors. 

If an elevated pretreatment level of plasma HVA and 
its correlate of favorable early neuroleptic response 
suggest a neurochemically defined subgroup, then it 
appears that this subgroup cuts across current descrip- 
tive nosological categories. Our findings may relate to 
the report of Kendler et al. (1) on their family study of 
nonschizophrenic psychotic disorders. They showed 
that there is a greater prevalence of a variety of psy- 
chotic disorders, including schizophrenia, among the 
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family members of probands with psycnotic affective 
disorders. Thus, there may be neurobiolegical process- 
es linking some patients across the spectrum of the 
psychotic disorders. 

Our results suggest that there are patients with a 
variety of diagnoses of nonorganic psychoses who are 
characterized by a relatively high level of plasma free 
HVA while they are psychotic and before treatment 
and who will show a favorable early response to mod- 
est doses of neuroleptic drugs. These pattnts may con- 
stitute a true subgroup, based or: etio.ogy or some 
other fundamental common character-stic, or they 
may simply be a group of patients witk similar early 
responses to treatment and a common marker for that 
treatment. In either case, plasma HVA level should be 
investigated further as a clinically relevant measure in 
patients with nonorganic psychoses of r2cent onset. 
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Cold Agglutinin Autoantibodies in Psychiatric Patients: 


Their Relation to Diagnosis and Pharmacological Treatment 


Baruch Spivak, M.D., Marguerite Radwan, M.D., 
Jonathan Brandon, M.Sc., Avi Molcho, M.D., Richard Ohring, B.A., 
Samuel Tyano, M.D., and Abraham Weizman, M.D. 


Ba nd and Method: The purpose of this study was to compare titers of cold agglu- 
tinins in schizophrenic patients with those in patients with major affective disorders and in 
normal healiny subjects. One hundred sixty-six psychiatric patients and 37 healthy compar- 
ison subjects were included in the study. Ninety of the patients suffered from schizophrenia, 
54 from bipolar disorder, and 22 from major depression. Vencus blood samples were ob- 
tained from all subjects between 8:00 and 10:00 a.m. and were immediately tested for cold 
agglutinin titers. Results: A high frequency (42.2%) of positive cold agglutinin titers was 
detected in the schizophrenic patients, compared with the bipolar (11.1%) and unipolar 
(9.0%) patients and the comparison group (8.1%). The investigators did not find any phar- 
macological effect on these results. Conclusions: The findings suggest that, at least in this 
group, positive cold agglutinin titers are associated with schizophrenia. However, this ob- 
servation cannot provide direct evidence for the involvement of viral or autoimmune factors 


in schizophrenia. 
(Am J Psychiatry 1991; 148:244-247) 


old agglutinins are usually autoantibodies of the 

IgM class. IgA, IzG, and mixed IgM-IgG cold 
agglutinins have also been found (1). They are most 
often directed against the I antigen or related antigens 
on red blood cells. However, cold agglutinins specific 
to antigens on monocytes, macrophages, platelets, and 
T and B lymphocytes have been shown (1, 2). High 
titers of polyclonal cold agglutinins are usually associ- 
ated with infection, particularly mycoplasmal pneumo- 
nia, syphilis, viral infections (especially respiratory), 
infectious mononucleosis, cytomegalovirus infections, 
mumps (1-3), infectious hepatitis, rubella (4), and sec- 
ondary cold urticaria (5). They are detected in disor- 
ders associated with autoantibody production, such as 
systemic lupus erythematosus, rheumatoid arthritis, 
thyroid autoimmune disorders, ulcerative colitis, and 
chronic active hepatitis (2, 3). Most monoclonal cold 
agglutinins are found in patients with lymphoreticular 
neoplasms (2) and chronic cold hemagglutinin disease 
(3). In a previous study we found that schizophrenic 
pacients tended ta have positive cold agglutinin titers 
(6). This finding can indicate a response of the humoral 
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immune system to an autoimmune process, a viral in- 
fection, or a response to long-term neuroleptic treat- 
ment, as was suggested previously for other immuno- 
logical alterations reported in schizophrenia (6~9). 

To further clarify these interpretations, we asséssed 
cold agglutinin titers in a large group of psychiatric 
patients, with special attention to the effect of phar- 
macological treatment. 


METHOD 


One hundred sixty-six psychiatric patients and 37 
comparison subjects were included in the study. Of the 
166 patients, 90 were diagnosed as having schizophre- 
nia (chronic, disorganized type), 54 had a diagnosis of 
bipolar disorder, and 22 had a diagnosis of major de- 
pression. Of the schizophrenic patients, 37 had been 
drug free for at least 3 months before testing, 33 had 
been treated with haloperidol for at least 3 months 
before testing (mean+SD dose=28+17 mg/day), and 
20 had never received psychotropic medication. Of the 
bipolar patients, 20 had been drug free for at least 3 
months before testing, and 34 had been maintained on 
a regimen of lithium carbonate for at least 3 months 
(mean+SD dose: of lithium carbonate=854+241 mg/ 
day; mean+SD serum level of lithium=0.5+0.3 meq/ 
liter). 
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TABLE 1. Demographic and Cold Agglutinins Data of 166 Psychiatric Patients and 37 Healthy Comparison Subjects 


Age (years) f 
Group Mean SD M 
Chronic schizophrenia 
=3 months drug free 
(N=37} 38.9 11.5 21 
23 months haloperidol 
treatment (N=33) 36.6 10.7 16 
Never treated (N=20) 28.1 7.2 10 


Bipolar disorder 
=3 months drug free 
(N=20)} 37.7 12.5 7 
23 months lithium 


treazment (N=34) 44,.7° 12.4 17 
Major depression, 23 
months drug free (N= 
22) 46.9? 10.9 10 
Healthy comparison sub- 
jects (N=37) 41.1 14.1 20 


Cold Agglu-inin Titration Test Results 








Total Total Positive Positive 
F Negative Postive at 1:2 at 1:4 
16 21 76 10 6 
17 19 74 5 9 
10 12 8 5 3 
13 19 1 1 0 
17 29 5 3 2 
12 20 2 2 2 
17 34 3 2 1 





pSignificantly different from the schizophrenic patients who had been drug free for at least 3 months (F=4.14, df=6, 196, p=0.0006). 
bsignificantly different from the schizophrenic patients who had never been treated (F=4.41, df=6, 196, p=0.0003). 
“Significantly different from the schizophrenic patients who had been drug free for at least 3 months (F=2.63, df=6, 196, p=0.02). 


All patients were in good physical condition and not 
addicted (had no current or past diagnoses of sub- 
stance abuse or dependence). Diagnoses were estab- 
lished according to DSM-III-R criteria by using de- 
tailed information obtained from structured interviews 
according to the guidelines of the Schedule for Affec- 
tive Disorders and Schizophrenia—Lifetime Version 
(10), medical records, and interviews of family mem- 
bers. Full consensus between two senior psychiatrists 
was required for final diagnosis. The chronic, disorga- 
nized schizophrenic patients were in acute exacerba- 
tion requiring admission, the lithium-treated bipolar 
patients were euthymic, and the untreated bipolar pa- 
tients were admitted during a manic episode. The uni- 
polar patients were admitted during an episode of ma- 
jor depression. The comparison subjects, healthy 
medical staff volunteers, were interviewed by a psychi- 
atrist (B.S.), and there was no evidence of current or 
lifetime mental disorder. Informed consent was ob- 
tained from each patient and comparison subject. All 
subjects underwent physical examinations and had the 
SMA-12 series of routine blood tests and a CBC in 
order to exclude any pathological physical condition 
(especially, recent febrile or infectious illness) at the 
time of the study. Venous blood samples were ob- 
tained from the patients and the comparison subjects 
at 8:00-10:00 a.m. and were immediately tested for 
cold agglutinin titers according to the cold agglutinin 
titration method (10). The measures were carried out 
blindly. The reliability of the method for cold aggluti- 
nin titration testing in our laboratory is approximately 
95%. 

The data were analyzed by Fisher’s exact test, two- 
tailed, for intergroup comparisons. The two-tailed Stu- 
dent’s t test was used to determine the influence of age, 
haloperidol dosage, lithium dosage, and lithium serum 
level on the cold agglutinin test titers. Additionally, the 
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data were analyzed by chi-square test to determine the 
influence of sex. One-way analysis of variance and the 
chi-square test were used to compare age and sex dis- 
tribution among the comparison subjects and the 
patients. 


RESULTS 


The demographic and cold agglutinin data of the 
patients and comparison subjects are semmarized in 
table 1. The group of patients with major depression 
was significantly older tham the group of schizophrenic 
patients who had never received psychot-opic medica- 
tion. The group of bipola- patients treazed with lith- 
ium carbonate was also significantly older than the 
group of drug-free schizophrenic patients. The com- 
parison group was significantly older zhan the group of 
schizophrenic patients wh> had beer. drg free for at 
least 3 months. There was no significant difference be- 
tween the subject groups with respect to sex (x*=2.93, 
df=6, p=0.18). , 

The titers of the patienzs and the comparison sub- 
jects who had positive cold agglutinin tests did not 
exceed 1:4 (table 1). Significantly more schizophrenic 
patients than comparison subjects and unipolar and 
bipolar affective patients had positive test results (table 
2). There was no significant difference in positive test 
results among the subgrouds of schizophrenic patients: 
those treated with haloperidol, those who had been 
drug free for at least 3 months, and those who had 
never received psychotropic medication In addition, 
no significant difference was found among the bipolar 
disorder patients treated with lithium carbonate, the 
patients with unipolar major depression, the bipolar 
patients who had been drvg free for at leest 3 months, 
and the comparison subjects. The statistical results of 
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TABLE 2. Statistical Differences in Cold Agglutinin Titers Between 166 Psychiatric Patients and 37 Healthy Comparison Subjects 


p Value (Fisher’s exact test, two-tailed) 


Chronic Schizophrenia 


23 Months =3 Months Halo- 
Group Drug Free peridol Treatment 
Chronic schizophrenia 
=3 months drug ree 
(N=37) — — 
=3 months haloperidol 
treatment (N=33) 0.86 
Never treated (N=20) 0.96 0.91 
Bipolar disorder 
=3 months drug free 
(N=20) 0.004 0.006 
23 months lithium 
treatment (N=34) 0.02 0.02 
Major depression, =3 
months drug free (N= 
22) 0.01 0.01 
Healthy comparison sub- 
jects (N=37) 0.002 0.002 


Bipolar Disorder Major 
Depression 
Never 23 Months =3 Months (23 Months 
Treated Drug Free Lithium Treatment Drug Free) 
0.02 — = = 
0.08 0.54 — — 
0.04 0.93 0.86 — 
0.01 0.88 0.62 0.60 








TABLE 3. Statistical Differences in Cold Agglutinin Titers Be- 
tween 166 Psychiatric Patients and 37 Healthy Comparison Sub- 
jects Without Reference tc Pharmacological Treatment 


p Value (Fisher’s exact test, two-tailed) 


All All Major 
Schizophrenic Bipolar Depressive 

Group Patients Patients Patients 
All schizophrenic 

patients (N=90) — — — 
All bipolar patients 

(N=54) <0.0001 — — 
Major depressive 

patients (N= 22) 0.004 0.84 — 
Healthy comparison 

subjects (N=37) <0.0001 0.92 0.53 


the comparisons between groups are shown in table 2. 
Since there was no statistical evidence suggesting an 
effect of haloperidol and/or lithium on the positive 
cold agglutinin titers, we pooled all the schizophrenic 
patients, treated and untreated (N=90), and compared 
them to all the bipolar patients (N=54), patients with 
- unipolar major depression (N=22), and the compari- 
son subjects (N=37). Significantly more schizophrenic 
patients had positive test results than did the other 
groups (table 3). We did not find a significant differ- 
ence in positive test results among the comparison sub- 
jects and bipolar and unipolar affective patients (table 
3). 

There were no significant differences between pa- 
tients with positive cold agglutinin test results and 
those with negative results in age, sex, dose of halo- 
peridol in haloperidol-treated chronic schizophrenic 
patients, and dose ož lithium carbonate and lithium 
serum levels in lithium-treated bipolar patients (table 
4). 
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TABLE 4. Statistical Differences in Age, Sex, and Drug Treatment 
Between Psychiatric Patients With Positive (N=46) and Negative 
(N=120) Cold Agglutinin Titers 


Variable Statistical Comparison 
Age t=0.54, df=201, p=0.59 
Sex x7=0. 02, df=1, p=0.99 
Dose of haloperidol i 20, df= 31, p=0.44 
Dose of lithium . t=0.06, df=32, p=0.57 
Lithium blood level t=1.30, df=32, p=0.20, 


DISCUSSION 


In this study we found a significantly higher fre- 
quency of positive cold agglutinin titers in the schizo- 
phrenic patients (42.2%) than in the bipolar (11.1%) 
and unipolar ‘9.0%) major affective patients and the 
comparison subjects (8.1%). We did ‘not find any phar- 
macological effect on these results, contrary to our 
prior assumption (6). In our sample, age and sex did 
not affect the frequency of positive cold agglutinin ti- 
ters. As all the subjects were in good physical condi- 
tion, we cannot attribute this finding to any physical 
disorder. Our findings suggest that, at least in our sam- 
ple, positive cold agglutinin titers are associated with 
schizophrenia. However, titers up to 1:4, such as were 
found in our patients, are not considered to be evi- 
dence of pathology (11) and can be found in healthy 
populations, too (12). The humoral immunological al- 
teration observed in the schizophrenic patients we 
studied was not expressed by abnormal, elevated titers 
of cold agglutinins but by the presence of positive titers 
in about two-fifths of these patients. The prevalence of 
positive cold agglutinin titers in the healthy population 
is unknown (4). It is presumably similar to that of 
other autoantibodies from the same IgM class, which 
in the age range of our sample is about 4% (13)— 
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much smaller than the finding in our sample of schizo- 
phrenic patients (42.2%). 

Although a positive cold agglutinin test result is a 
nonspecific humoral immunological response, it is pos- 
sible that some schizophrenic patients with positive 
cold agglutinin titers are undergoing some autoim- 
mune process or viral infection which is undetectable 
in routine physical and laboratory tests. The distur- 
bances in the humoral immune system that we ob- 
served in our schizophrenic patients may be attribut- 
able to such a viral infection or autoimmune process 
(14, 15). The greater number of schizophrenic patients 
born in late winter or early spring could indicate pre- 
natal exposure to a seasonal viral infection (16). 
Chronic schizophrenia is associated with an enlarge- 
ment of the brain ventricles (17) and with paraventric- 
ular fibrillary gliosis (18), structural and histological 
changes that can occur following prenatal and postna- 
tal viral infections (19). 

Our observations cannot provide direct evidence 
that viral or autoimmune factors are implicated in 
schizophrenia. However, such a lack of direct evi- 
dence, mainly at the structural and morphological lev- 
els, is aiready known in medicine, mainly in viral and 
autoimmune diseases accompanied by psychiatric 
symptoms. One of the possible explanations for this 
discrepancy is the ability of viral infections and au- 
toimmune processes to interfere with the molecular 
functioning of neurotransmission in the CNS without 
causing substantial histological changes (20—23). Even 
in an autoimmune neurotransmission disease such as 
myasthenia gravis, cholinergic dysfunction caused by 
specific antibodies is not expressed in substantial 
changes in abnormal tissue (24). The search for specific 
autoantibodies against components of CNS and/or vi- 
ral factors that can interfere with neurotransmission in 
schizophrenic patients seems justified. Identifying a 
possible specific subtype of cold agglutinins associated 
with some schizophrenic patients, or identifying spe- 
cific subsets of schizophrenic patients who have posi- 
tive cold agglutinin titers, could clarify the relationship 
and interaction between the immune system and the 
pathophysiology of schizophrenia. 
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Olfactory Identification Deficits in HIV Infection 


David Brody, M.D., Michael Serby, M.D., Nicole Etienne, B.Sc., 
and Davina S. Kalkstein, B.A. 


Objective: Impaired odor identification is described in a number of CNS disorders, and 
human immunodeficiency virus (HIV) infects the CNS in a large percentage of patients. To 
evaluate whether impaired olfaction may indicate CNS disease, the authors measured odor 
identification in patient groups defined along a continuum of progressive immunodeficiency 
and in a comparison group. Method: Most of the 42 HIV-infected patients in the study were 
outpatients in a clinic specializing in treatment of HIV-infected individuals. The comparison 
subjects were 37 healthy age- and sex-matched individuals who were recruited from hospital 
and medical school personnel. Ten of the patients were HIV-seropositive but had no symp- 
toms, 24 had clinical evidence of immunocompromise, and eight had HIV dementia. All 
subjects were given the University of Pennsylvania Smell Identification Test, which presents 
common odorants and requires the subject to identify the odor from a four-item word list. 
The data were analyzed by using analysis of variance after arc-sine transformation and 
Scheffé post hoc analysis. Results: All patients scored significantly lower on the Smell Iden- 
tification Test than did the comparison subjects. The patients with HIV dementia had sig- 
nificantly lower scores than did the other two groups of patients. Conclusions: Clinically, 
impaired olfaction might serve as a marker of early CNS HIV involvement. Future studies 
should attempt to match comparison and experimental populations for socioeconomic status 


and HIV risk behavior. 
(Am J Psychiatry 1991; 148:248-250) . 


mpaired odor idenzification is described in a number 

of CNS disorders, including Alzheimer’s disease, 
Down’s syndrome, and parkinsonian dementia. Olfac- 
tory deficits may be noted early in the clinical course of 
these diseases (1, 2). 

The human immunodeficiency virus (HIV) infects the 
CNS in a large percentage of patients. In their series, 
Marshall et al. (3) described CSF abnormalities in ap- 
proximately 60% of asymptomatic HIV-seropositive in- 
dividuals. Neuropsychological abnormalities have been 
described in patients with AIDS-related complex and 
AIDS with no other presumed neurological risk. HIV 
dementia may occur in up to 40% of patients with AIDS. 
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Brain pathology of HIV dementia reveals cell loss, in- 
flammation, and other degenerative change (4). 

Given evidence that impaired olfaction may indicate 
CNS disease, we measured odor identification in three 
patient groups—asymptomatic patients who were 
HIV-seropositive, patients with clinical evidence of im- 
munocompromise, and patients with HIV dementia— 
and in a comparison group. 


METHOD 


After obtaining the patients’ informed consent, we 
gave the University of Pennsylvania Smell Identifica- 
tion Test (5) to 42 HIV-infected patients. Ten of these 
patients were HIV-seropositive but had no symptoms, 
24 had clinical evidence of immunocompromise, and 
eight had HIV dementia. With the exception of four 
patients with HIV dementia, the subjects were outpa- 
tients in a clinic specializing in treatment of HIV-in- 
fected individuals. The Smell Identification Test is a 
standardized, 40-item, microencapsulated, scratch- 
and-sniff odor identification instrument that presents 
common odorants and requires the subject to identify 
the odor from a four-item word list. With the excep- 
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tion of four of the patients with HIV dementia, all 
patients were tested in the clinic. In most cases, the 
Smell Identification Test was given after the patient 
was asked a few demographic questions. All subjects 
were screened by using a standard list of exclusion 
criteria (6, 7) before olfactory testing. 

The patient groups were defined along a continuum 
of progressive immunodeficiency. The asymptomatic 
HIV-seropositive patients had positive HIV antibody 
tests (ELISA, confirmed by Western blot) but were oth- 
erwise physically well and were not taking any medi- 
cation. The patients with clinical evidence of immuno- 
comprcmise had positive HIV antibody tests and had 
signs of immunodeficiency such as persistent general- 
ized lymphadenopathy and T-lymphocyte counts of 
less than 200. Some of these patients did not meet 
Centers for Disease Control (CDC) criteria for AIDS; 
some did but had no psychiatric or neurological com- 
plaints and no evidence of dementia on routine clinical 
examination in an infectious disease clinic. Most pa- 
tients in this group were taking zidovudine. The group 
of patients with HIV dementia included those who af- 
ter complete neuropsychiatric evaluation were felt to 
have an HIV-related encephalopathy (e.g., their head 
CT showed atrophy without mass or they had nonspe- 
cific CSF changes). 

The Smell Identification Test was also given to 37 
healthy age- and sex-matched comparison subjects 
who were recruited from hospital and medical school 
personnel. The frequency of occurrence of HIV sero- 
positivity in this comparison group is unknown but is 
presumed to be equal to that of the general population. 
We are not aware of any data suggesting that the fre- 
quency of occurrence of HIV seropositivity in hospital 
workers is different from that of the general population. 

There were no statistically significant differences in 
mean+SD age among the four groups of subjects: 
asymptomatic HIV-seropositive patients, 36+7.1 years; 
patients with clinical evidence of immunocompromise, 
35+8.1; patients with HIV dementia, 4047.6; and 
comparison subjects, 37+7.8. Thirty-nine of the 42 
patients were men. One asymptomatic HIV-seroposi- 
tive subject had a remote history of coma secondary to 
an automobile accident. Groups were not matched for 
smoking history. 

The data were analyzed by using analysis of variance 
(ANOVA) with arc-sine transformation and the 
Scheffé post hoc analysis (8); p<0.05 was considered 
significant. 


RESULTS 


There was a highly significant difference among the 
patient groups in Smell Identification Test scores (see 
table 1). All patient groups scored statistically signifi- 
cantly lower than did the comparison subjects. The 
patients with HIV dementia had statistically signifi- 
cantly lower Smell Identification Test scores than the 
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TABLE 1. University of Pennsylvania Smell Identification Test 
Scores of HIV-infected Patients and an Age- and Sex-Matched 
Normal Comparison Group 


b 


Test Score 

Group? Mean SD Range 
Normal comparison subjects (N=37)* 38.3 1.8 33-40 
Asymptomatic HIV-seropositive pa- 

tients (N=10)4 34.9 $5.1 27-39 
Patients with clinical evidence of im- 

munocompromise (N=24)* 34.6 4.5 25-40 
Patients with HIV dementia (N=3) 28.1 5.1 18-33 


“Significant difference among g-oups (F=18.87, df=3, 75, p< 
0.0001). 

Highest possible score=40. 

“Significantly different from asymptomatic HIV-seropositive pa- 
tients (p<0.05), patients with clinical evidence of immunocom- 
promise (p<0.01), and patients with HIV dementia (p<0.01) 
(Scheffé post hoc comparisons). 

4Not significantly different from patients with clinical evidence of 
immunocompromise, significantly different from patients with HIV 
dementia (p<0.05) (Scheffé post hoc comparisons). 

°Significantly different from patients with HIV dementia (p<0.01, 
Scheffé post hoc comparison). 


asymptomatic patients who were HIV-seropositive 
and the patients with clinical evidence of immunocom- 
promise. There was no statistically significant differ- 
ence in test scores between the asymptomztic patients 
who were HIV-seropositive and the patients with clin- 
ical evidence of immunocompromise. The results were 
unchanged when the asymptomatic HIV-seropositive 
patient with a history of coma was excluded from the 
analysis. 


DISCUSSION 


This study demonstrates small but statistically sig- 
nificant differences in olfectory performance among 
patients at different stages of HIV infection. The dif- 
ference in Smell Identification Test scores between 
comparison subjects and asympzomatic HIV-seropos- 
itive patients suggests that mild changes in olfactory 
identification may occur early in the course of HIV 
infection. In patients with clinical evidence of immu- 
nocompromise but without CNS HIV infection, olfac- 
tory identification deficits were also mild. Patients with 
HIV dementia, however, demonstrated a moderately 
severe deficit in olfactory performance that was not so 
severe as that reported in patients with Alzheimer’s 
disease (9). These results are consistent with reports of 
early CNS involvement in HIV infection and suggest 
the potential for worsening olfactory performance 
with progression of HIV disease. 

The etiology of diminished oliaction can reflect pa- 
thology from the nasal mucosa to the temporal cortex. 
Talano et al. (10), for example, recent-y reported 
changes in olfactory neurcns that histopa-hologically 
resemble cortical abnormalities in patients with Alz- 
heimer’s disease. These data suggest nct only that 
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changes in the olfactory nerve may mediate decreased 
smell but that such changes may be reflective of alter- 
ations in higher cortical neurons. A primary role for 
hippocampal structures in olfactory memory was pro- 
posed by Baudry and Lynch (11). The case reported by 
Eichenbaum et al. (12) suggested a critical role for the 
temporal lobe in odoz identification: after bilateral re- 
section of the medial temporal lobe, their patient dem- 
onstrated profound difficulty naming common odor- 
ants but retained the ability to detect presence and 
intensity of odor. These findings point to potential ar- 
eas of CNS pathology in HIV-infected patients. 

Clinically, impaired olfaction might serve as a 
marker of early CNS HIV involvement. Future studies 
should attempt to mazch comparison and experimental 
populations for socioeconomic status and HIV risk be- 
Lavior. In our small study-group, although no attempt 
was made to ascertain HIV status in the comparison 
subjects, there is no reason to suppose that their rate of 
seropositivity would exceed that of the general popu- 
lation. Attempts to replicate the results reported here 
should also try to ascertain whether interventions 
aimed at reducing CNS morbidity improve olfaction. 
Such work would be important not only for the timing 
of appropriate interventions (e.g., zidovudine) but also 
for helping to elucidate meanings of olfactory distur- 
tances in other disorders. 


250 


12. 


REFERENCES 


. Serby M, Corwin J, Conrad P, et al: Olfactory dysfunction in 


Alzheimer’s disease and Parkinson’s disease. Am J Psychiatry 
1985; 142:781-782 


. Warner MD, Peabody CA, Berger PA: Olfactory deficits and 


Down’s syndrome. Biol Psychiatry 1988; 23:836-839 


. Marshall DW, Brey RL, Cahill WT, et al: Spectrum of cerebro- 


spinal fluid findings in various stages of human immunodefi- 
ciency virus infection. Arch Neurol 1988; 45:954-958 


. Price RW, Sidtis JJ, Navia BA, et al: The AIDS dementia com- 


plex, in AIDS and the Nervous System. Edited by Rosenblum 
ML, Levy RM, Bredesen DE. New York, Raven Press, 1988 


. Doty RL, Shaman P, Dann M: Development of the Pennsylvania 


Smell Identification Test: a standardized microencapsulated test 
of olfactory function. Physiol Behav 1984; 32:489-502 


. Schiffman S: Taste and smell in disease, part 1. N Engl J Med 


1983; 308:1275-1279 


. Schiffman S: Taste and smell in disease, part 2. N Engl J Med 


1983; 308:1337~1343 


. StatView 512+. Berkeley, Calif, Abacus Concepts, 1986 
. Warner MD, Peabody CA, Flatter JJ, et al: Olfactory deficits 


and Alzheimer’s disease. Biol Psychiatry 1986; 21:116-118 


. Talano BR, Rudel R, Kosik KS, et al: Pathological changes in 


olfactory neurons in patients with Alzheimer’s disease. Nature 
1989; 337:736-739 : 


. Baudry M, Lynch G: Properties and substrates of mammalian 


memory systems, in Psychopharmacology: The Third Genera- 
tion of Progress. Edited by Meltzer HY. New York, Raven 
Press, 1987 

Eichenbaum H, Morton TH, Potter H, et al: Selective olfactory 
deficits in case HM. Brain 1983; 106:459-472 


Am J Psychiatry 148:2, February 1991 


Familial Association Between Attention Deficit Disorder 


and Anxiety Disorders 


Joseph Biederman, M.D., Stephen V. Faraone, Ph.D., Kate Keenan, B.A., 
Ron Steingard, M.D., and Ming T. Tsuang, M.D., Ph.D., D.Sc. 


Background and Method: This study tested hypotheses about patterns of familial associ- 
ation between attention deficit disorder (ADD) and anxiety disorders among 356 first-degree 
relatives of 73 clinically referred children with ADD and 26 normal comparison children. 
Through structured diagnostic interviews with trained raters, relatives were assessed for 
adult and childhood psychopathology. After stratifying the sample of ADD probands into 
those with anxiety disorders and those without, the authors examined patterns of aggrega- 
tion of ADD and anxiety disorders in the relatives of these probands as well as in the relatives 
of the normal comparison subjects. Results: Familial risk analyses revealed that 1) familial 
risk for anxiety disorders was higher among all ADD probands than among the normal 
subjects; 2) familial risk for ADD was similar in the relatives of the ADD probands and of 
the probands with ADD and anxiety disorder; 3) the relatives of the ADD probands wito 
and without anxiety disorders were at greater risk for ADD than the relatives of the normal 
subjects; 4) the risk for anxiety disorders was two times higher in the relatives of the 
probands who had ADD with anxiety disorder than in those of the ADD probands without 
anxiety disorders; and 5) there was a tendency for ADD probands’ relatives who themselves 
had ADD to have a higher risk for anxiety disorders than ADD probands’ relatives who did 
not have ADD (cosegregation). Conclusions: The results were most consistent with the 
hypotheses indicating that ADD and anxiety disorders segregate independently in families. 


(Am J Psychiatry 1991; 148:251-256) 


A ttention deficit disorder (ADD) is a heterogeneous 
chronic condition of unknown etiology associ- 
ated with significant psychosocial and cognitive im- 
pairments; it is estimated to affect 6%—9% of school- 
age children (1, 2). A comorbid association between 
ADD and anxiety disorders has been found in epide- 
miologic (1) and clinical (3) samples of children with 
anxiety disorders and in samples of children and ado- 
lescents with ADD (4). Investigators have also noted 
higher rates of ADD among high-risk children of par- 
ents with anxiety disorders than in children of com- 
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parison groups (5). We recently reported a greater risk 
for anxiety disorders in ADD probands and their rel- 
atives than in normal comparison subjects and their 
relatives (4). 

Converging evidence implicates a genetic compo- 
nent in anxiety disorders (6—8) and in ADD (4, 9-12). 
In a study of children with anxiety disorders, Last et al. 
(13) reported that mothers of anxious chi'dren had a 
significantly higher risk for adult and chilchood anxi- 
ety disorders than mothers of normal children. 

Family-genetic studies can provide external valida- 
tion for a putative subtype of ADD based on the pres- 
ence of a comorbid anxiety disorder and can help elu- 
cidate the nature of the association between the two 
disorders by testing competing hypotheses. In this 
study we evaluated the familial association between 
ADD and anxiety disorders and examined the follow- 
ing competing hypotheses: 1) ADD and anxiety disor- 
ders are etiologically independent (transmitted inde- 
pendently in families); 2) ADD and ADD with anxiety 
disorder share familial etiological factors, and ADD 
with anxiety disorder is a more severe disorder and 
therefore requires more familial etiological factors 
than the less severe ADD alone; 3) ADD and ADD 
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TABLE 1. Predictions of Relatives’ Risk for Attention Deficit Disorder (ADD) and Anxiety Disorders According to Six Hypotheses and Their 
Risk According to Study Findings 


Relatives’ Risk 


Anxiety Cosegregation Nonrancom 
Condition ADD Disorders of Disorders* Mating 
Hypotheses 
1. ADD and anxiety disorders are etiologically independent. No ‘No 
Probands with ADD Increased Not increased 
Probands with ADD and anxiety disorder Increased Increased 
2. ADD and ADD with anxiety disorder share familial 
etiological factors, but more are needed to manifest ADD l 
with anxiety disorde-. Yes No 
Probands with ADD Increased Increased 
Probands with ADD and anxiety disorder Very high Very high 


3. ADD and ADD with anxiety disorder share familial 
etiological factors. The distinction between the two is 
attributed to noxious environmental factors that are not 
familial. No No 
Probands with ADD Increased Increased 
Probands with ADD and anxiety disorder Increased Increased 
4. ADD with anxiety d:sorder is etiologically distinct from 
ADD. Yes No 


Probands with ADD Increased Not increased 
Probands with ADD and anxiety disorder Increased Increased 
5. Probands with ADD and anxiety disorder are anxiety 
disorder patients who are misdiagnosed as also having 
ADD. No No 
Probands with ADD Increased Not increased 


Probands with ADD and anxiety disorder Not increased Increased 
6. ADD and anxiety disorders are etiologically independent 
but co-occur.at higher than expected rates because of 
nonrandom mating. No Yes 
Probands with ADD Increased Not increased 
Probands with ADD and anxiety disorder Increased Increased 
Study findings Yes No 
Probands with ADD Increased Increased 


Probands with ADD and anxiety disorder ` Increased 


Very high 


°“Cosegregation” indicates that disorders are transmitted together within families. 


with anxiety disorder share familial etiological factors, 
and the distinction between the two is attributed to 
- nonfamilial factors (i.e., noxious environmental fac- 
tors that are not shared); 4) ADD with anxiety disor- 
der is etiologically distinct from ADD without anxiety 
disorder; 5) probands who have ADD with anxiety 
disorder are patients with anxiety disorders who have 
been misdiagnosed as also having ADD; and 6) ADD 
and anxiety disorders are etiologically independent but 
co-occur at higher than expected rates because of non- 
random mating. 


METHOD 


The study method has been described in detail else- 
where (4). Briefly, the subjects were 73 Caucasian, 
non-Hispanic, nonadopted 6- to 17-year-old male out- 
patients consecutively ascertained from the pool of 
existing and new referrals at the Pediatric Psychophar- 
macology and Medical Pediatric Clinics of the Massa- 
chusetts General Hospital. These ADD probands met 
the DSM-III clinical criteria for the diagnosis of atten- 
tion deficit disorder with hyperactivity (N=66, 90%) 
or without hyperactivity (N=7, 10%), with symptoms 
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manifested at home and in school. Clinical diagnosis 
was based on interviews with the child and family by 
child psychiatrists (including J.B. and R.S.). The 26 
normal comparison children were selected from pedi- 
atric primary care service referrals at the Massachu- 
setts General Hospital and were screened for the ab- 
sence of medical and psychiatric disorders. Individuals 
with mental retardation or chronic medical illness 
were excluded. 

The probands and all available first-degree biologi- 
cal relatives of the ADD group (N=264) and the nor- 
mal comparison group (N=92) were evaluated by rat- 
ers who were blind to the clinical status of the 
probands. These psychiatric assessments of probands 
and their siblings were based on structured diagnostic 
interviews with the mothers in which the raters used 
the Diagnostic Interview for Children and Adoles- 
cents—Parent Version (14, 15), Diagnostic assess- 
ments of parents were based on direct interviews with 
each parent in which the raters used the National In- 
stitute of Mental Health Diagnostic Interview Schedule 
(16, 17) to evaluate adult disorders and an addendum 
based on the Diagnostic Interview for Children and 
Adolescents—Parent Version to evaluate childhood 
disorders. Diagnostic information was obtained for all 
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siblings. Direct interviews were obtained from 99% 
(N=98i of the mothers and 75% (N=74) of the fa- 
thers. When one parent was not available, his or her 
diagnostic information was gathered from the avail- 
able parent. Rates of illness reported here are lifetime 
prevalences, Parents were assessed for anxiety disor- 
ders both in childhood (separation anxiety, overanx- 
ious, and avoidant disorders) and adulthood (panic 
disorder, agoraphobia, obsessive-compulsive disorder, 
and phobic disorders}. Interviews were conducted by 
four trained raters with undergraduate degrees in psy- 
chology. Interviews were audiotaped for random re- 
view and reliability assessments. Kappa coefficients of 
agreement between raters were greater than 0.95 for 
the diagnoses of children and adults, with the excep- 
tion of major depression in adults (kappa=0.83). 

Age-corrected rates of illness (morbidity risks) were 
calculated by using the Kaplan-Meier estimate from 
survival analysis (18}. All analyses were two-tailed. 
Results were called statistically significant if the p 
value was less than 0.05. The six competing hypothe- 
ses could be tested on the basis of the familial patterns 
of aggregation of ADD and anxiety disorders found in 
the study (table 1). These hypotheses were derived, in 
part, from models of familial transmission presented 
by Pauls et al. (19) and Reich et al. (20). 


RESULTS 


Among the 73 ADD probands, 22 (30%) met the 
criteria for one or more comorbid anxiety disorders 
(avoidant disorder, N=3; obsessive-compulsive dis- 
order, N=4; overanxious disorder, N=14; separa- 
tion anxiety disorder, N=7; phobic disorder, N=12). 
We stratified the ADD probands into two groups: 
those with anxiety disorders (who had 74 relatives) 
and those without anxiety disorders (who had 190 
relatives). 

The ADD probands, the probands with ADD and 
anxiety disorder, and the comparison probands did 
not significantly differ in mean number of brothers 
(0.9, 0.5, and 0.7, respectively) and sisters (0.8, 0.7, 
and 0.8), and mean age of the probands (11.1, 9.6, and 
10.5 years), of their parents (39.1, 37.0, and 37.9 
years), or of their siblings (12.7, 12.4, and 10.6 years). 
The high rate of separation and divorce observed 
among the parents of the probands with ADD and 
anxiety disorder (59%) was significantly greater than 
the rates for the ADD (27%) and normal comparison 
(12%) probands. The proportion of direct interviews 
obtained from mothers was 98% for the ADD group 
and 100% for the other two groups. For fathers, the 
interview rates were 80% for the ADD group, 73% for 
the group that had ADD with anxiety disorder, and 
65% for the normal comparison group. These propor- 
tions did not differ significantly among the three 
groups. There were no meaningful differences between 
the ADD probands with and without anxiety disorder 
in rates of comorbid conduct disorder (36% and 31%, 
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respectively), major depression (32% and 24%’, or 
dysfunction in school (68% and 80%). 

Age-corrected morbidity risks for ADD did not dif- 
fer significantly between relatives of the ADD pro- 
bands and of the probands wich ADD and anxiety 
disorder, but both were significantly higher than the 
risk for ADD in relatives of the normal comparison 
subjects (table 2). The risk for one or more anxiety 
disorders (child or adult) was significantly greater 
among relatives of the probands wita ADD and anxi- 
ety disorder than among the relatives of the ADD pro- 
bands. Both of these risks were significantly greater 
than the risk to relatives of the normal probands. The 
families of the children witk ADD and anxiety disorder 
had the highest risk for cne or more adult anxiety 
disorders, which was not statistically different from the 
risk to ADD children’s families, but both were signifi- 
cantly greater than the risk z0 normal comparison fam- 
ilies. A similar pattern was observed for the diagnosis 
of one or more childhood anxiety disorders. The risk 
to relatives of probands with ADD and arxiety disor- 
der was significantly greater than the risk to relatives 
of ADD probands. Although relatives of both ADD 
subgroups had a higher risk for one or more childhood 
anxiety disorders than did the normal comparison sub- 
jects, only the comparisor. with the relatives of the 
ADD probands who had anxiety disorders attained 
statistical significance. 

The risk for most individual anxiety disorders was 
higher in the families of the probands with ADD and 
anxiety disorder than in those of the ADD probands, 
but these differences failed to attain statistical signifi- 
cance (table 2). However, while the relatives of the 
children with ADD and anxiety disorder ‘ad signifi- 
cantly higher risks for overanxious disorder, panic dis- 
order, and phobic disorder than the relatives of the 
normal comparison childrea, no significan: differences 
for these disorders were found in comparisons between 
the ADD children and the normal comparison children 
(table 2). Among the relatives of all the ADD pro- 
bands, the risk for one or more anxiety disorders was 
higher for mothers (31%) than for fathers (18%) and 
for sisters (8%) than for brothers (2%). 

Among the relatives of all the ADD probands, the 
presence of ADD in a relative increased the risk for an 
anxiety disorder in the same relative (from 11% to 
33%; 2=3.4, p=0.0008). Thus, ADD and anxiety dis- 
orders were cosegregated (were not independently 
transmitted) among the relatives of the ADD pro- 
bands. Evidence for coseg-egation was observed for 
childhood anxiety disorders (presence of ADD in- 
creased the risk from 6% to 18%; z=2.5, p=0.01) and 
for adult anxiety disorders (increased from 13% to 
20%; z=0.9, p=0.34), but the latter difference was 
not significant. 

Among all families in this study, the risk for anxiety 
disorders among relatives was not significantly differ- 
ent for the various social class strata (21%, 12%, and 
14% for high, middle, and low socioeconamic status, 
respectively; each p>0.10). Comparisons for specific 
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TABLE 2. Morbid Risk for Attention Deficit Disorder (ADD) and Anxiety Disorders in Relatives of Study Probands 
Morbid Risk (%)} 


Relatives of 
Probands With 
ADD and Anxiety 


Relatives of 
Normal Comparison 


Relatives of 
ADD Probands 


Disorder (N=74) (N=190) Subjects (N=92) 
Disorder Risk. SE Risk SE Risk ; SE 
ADD? 23.0 | 5.2 25.9 3.3 4.6 2.3 
Anxiety disorders 
Any disorder? 29.0 6.3 14.7 3.1 5.3 2.6 
Any adult disorder® 27.5 7.1 13.1 3.6 3.9 2.7 
Any childhood disorder‘ 16.7 4.8 6.4 2.0 2.6 1.8 
Agoraphobia (parents) 3.9 2.8 5.0 2.0 1.5 1.5 
Panic disorder {parents} -12.9 5.0 4.6 2.4 0.0 0.0 
Phobic disorder‘ 13.0 4.8 5.5 1.9 1.1 1.1 
Avoidant disorder 1.5 1.5 1.2 0.9 0.0 0.0 
Obsessive-compulsive disorder 2.4 2.4 0.0 0.0 0.0 0.0 
Overanxious disorder® 13.9 4.6 5.2 1.8 1.4 1.4 
Separation anxiety 7.8 33 1.7 1.0 1.1 11 


aSignificant difference between relatives of probands with ADD and anxiety disorder and those of comparison subjects (z=3.2, p=0.001) and 
between relatives of ADE probands and those of comparison subjects (z=5.3, p=0.000). 

bsipnificant difference between relatives of probands with ADD and anxiety disorder and those of ADD probands (z=2.0, p=0.04); between 
relatives of probands with ADD and anxiety disorder and those of comparison subjects (z=3.5, p=0.0005); and between relatives of ADD 
probands and those of ccmparison subjects (z=2.3, p=0.02). 

Significant difference between relatives of probands with ADD and anxiety disorder and those of comparison subjects (z=3.1, p=0.002) and 
between relatives of ADC probands and those of comparison subjects (z=2.0, p=0.04). 

Scignificant difference between relatives of probands with ADD and anxiety disorder and those of ADD probands (z=2.0, p= =0. 05) and 
between relatives of probands with ADD and anxiety disorder and those of comparison subjects (z=2.7, p=0.006). 

“Significant difference between relatives of probands with ADD and anxiety disorder and those of comparison subjects (z=2.6, p=0.01). 
Significant difference between relatives of probands with ADD and anxiety disorder and those of comparison subjects (z=2.4, p=0.02). 


®8Significant difference between relatives of probands with ADD and anxiety disorder and those of comparison subjects (z=2.6, p=0.01). 


enxiety disorders also failed to reveal significant dif- 
ferences in socioeconomic status. Regarding family in- 
tactness, the risk for an anxiety disorder was similar 
emong the relatives in nonintact and intact families 
(13% and 16%; z=0.5, p=0.60), and the same was 
true for adult and childhood anxiety disorders sepa- 
rately. Fathers with ADD were not more likely to have 
spouses with anxiety disorders than fathers without 
ADD (28% and 39%, respectively; p=0.44, Fisher’s 
exact test). Similarly, the presence of ADD in mothers 
did not predict anxiety disorders in fathers (p=1.00, 
Fisher’s exact test). 


DISCUSSION 


Our data indicate that 1) the overall risk for anxiety 
disorders among the relatives of patients with ADD 
was significantly higher than the risk among relatives 
of the normal comparison subjects; 2) the risk for anx- 
iety disorders was greater among the relatives of ADD 
probands with anxiety disorder than of those without; 
3) families of both ADD probands and probands with 
ADD and anxiety disorder had significantly higher 
risks for anxiety disorders than did the relatives of the 
normal children; 4) there was a tendency for ADD and 
anxiety disorders to cosegregate within families; and 
5) there was no evidence for nonrandom mating. 

The present findings are partially consistent with 
hypotheses 2 and 4 (table 1). Hypothesis 2 correctly 
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predicts that there will be higher rates of anxiety dis- 
orders among families of probands with ADD and 
anxiety disorder than among families of ADD pro- 
bands and that both will have rates greater than rela- 
tives of normal comparison subjects. Cosegregation is 
also correctly predicted by this hypothesis. However, it 
incorrectly predicts higher rates of ADD among the 
relatives of children with ADD and anxiety disorder 
than among the relatives of children with ADD alone. 
That is, if ADD with anxiety disorder is a more severe 
form of ADD, we would have expected the relatives of 
children with this diagnosis to be at greater risk for 
both ADD and anxiety disorders than the relatives of 
ADD probands; however, this was not the case in this 
study. Our results are also partially consistent with 
hypothesis 4, which correctly predicts high rates of 
ADD among relatives of both subtypes, higher rates of 
anxiety disorders among relatives of probands who 
have ADD with anxiety disorder, and cosegregation of 
ADD and anxiety disorders within families. However, 
it cannot easily explain the higher risk for anxiéty dis- 
orders among the relatives of the ADD probands than 
among the relatives of the normal subjects. 

Although our data cannot fully discriminate be- 
tween hypotheses 2 and 4, the other hypotheses are 
much less consistent with the observed results. The 
significantly higher risk for anxiety disorders among 
relatives of ADD probands than among relatives of 
normal subjects is not consistent with the idea that 
ADD and anxiety disorders are etiologically independ- 
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ent (hypothesis 1). Since a higher risk for anxiety dis- 
orders was observed among relatives of children with 
ADD and anxiety disorder than among relatives of 
ADD children, it seems unlikely that the two disorders 
share common etiological vulnerabilities (hypothesis 
3). The ADD in our probands with ADD and anxiety 
disorder is not likely to have been secondary to the 
anxiety disorder (hypothesis 5), because one would not 
expect secondary ADD to exhibit familial transmission 
as was observed in this study. The lack of evidence 
among the parents for nonrandom mating with regard 
to ADD and anxiety disorders argues against the hy- 
pothesis that ADD and anxiety disorders are etiologi- 
cally independent but co-occur at higher than expected 
rates due to nonrandom mating (hypothesis 6). 

Although in the context of hypothesis 3 the familial 
analyses do not implicate environmental influences in 
the etiology of ADD with anxiety disorder, we cannot 
rule out the influence of environmental factors (21). 
We previously reported that the greater risk for ADD 
among relatives of ADD probands could not be ac- 
counted for by social class or intactness of the family 
of origin (4). In this study we found that neither social 
class nor intactness of the family could account for 
familial transmission of anxiety disorders. However, 
since the scope of psychosocial dimensions we assessed 
was limited, more work is needed to further clarify the 
role of psychosocial adversity in the familial associa- 
tion of ADD and anxiety disorders. 

Our findings are consistent with a number of obser- 
vations in the literature. Although family studies of 
adult probands do not usually evaluate the presence of 
ADD, the co-occurrence of ADD and anxiety disorders 
has been reported by other investigators in studies of 
high-risk children of parents with anxiety disorders (5, 
22). The co-occurrence of ADD and anxiety disorders 
was also found among children clinically referred for 
anxiety disorders (3) and in an epidemiological sample 
of nonreferred children from the general population 
(1). 
Our findings, based on a clinical population, should 
be interpreted with caution, since they may not be gen- 
eralizable to other populations. Clinically referred chil- 
dren with ADD are more likely to be severely ill and to 
seek treatment from a physician or other health pro- 
fessional than nonreferred ones. In particular, anxious 
parents may be more likely to refer ADD children for 
treatment than nonanxious parents. Although such a 
referral bias is possible, similar findings in nonreferred 
children (3) suggest that such a bias may not entirely 
account for our results. More work needs to be done 
on referred and nonreferred samples to further clarify 
this issue. Given that ADD is associated with several 
comorbid disorders (e.g., major depression, conduct 
disorder, oppositional disorder), the observed familial 
association of ADD and anxiety may be mediated by 
another comorbid disorder. To adequately address this 
multivariate issue, a much larger sample size than the 
one reported here will be required. 

Althcugh the validity of retrospective diagnoses of 
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ADD and childhood anxiety disorders in adults has 
not been extensively documented, several studies have 
shown that it is possible to diagnose these disorders in 
adolescents and adults by using structured interview 
techniques (13, 23-25). Despite these limitations, our 
findings retain considerable validity. The assessment of 
psychopathology in probands and relatives was made 
according to criterion-based, structured interviews, 
and all diagnoses were made by raters who were blind 
to the clinical status of the probands. The instruments 
we used were similar to those used in large epidemio- 
logic studies of adults and children, and the rates of 
disorders found in the normal comparison children 
and their relatives were compatible with the rates in 
those studies (1, 26). 

Confirmation of these findings has potentially im- 
portant implications for the field. Future studies on 
ADD children and anxious children may benefit from 
an evaluation of comorbid diagnoses. The identifica- 
tion of a subgroup of “high-risk” ADD children may 
permit the development of early intervention pro- 
grams. For clinical practice, the identification of more 
homogeneous subgroups may permit a more rational 
approach to treatment. For example, there is evidence 
that stimulants are detrimental to anxious ADD chil- 
dren, most likely because stimulants are anxiogenic 
(27, 28). For such children, tricyclic antidepressants 
may be more helpful than stimulants (29). 

In conclusion, in a group of clinically referred chil- 
dren and adolescents with ADD, familial risk analyses 
revealed that relatives of ADD probands with anxiety 
disorders had a similar risk for ADD but a greater risk 
for anxiety disorders than relatives of ADD probands 
without anxiety disorders. Both subgroups differed 
from relatives of normal comparison sub-ects in the 
rates of these disorders. Further work is needed to clar- 
ify the role of comorbid anxiety in the familial trans- 
mission of ADD and to evaluate the role of other bi- 
ological and clinical factors that may mediate this 
comorbidity. 
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Reading Freud: Explorations and Entertainments, by Peter 
Gay. New Haven, Conn., Yale University Press, 1990, 198 
pp., $24.95. l 


This is a book of varied, uneven, and predominantly in- 
teresting essays around the margins of the author’s major 
biography of Freud (1). In eight essays, a prefatory note, two 
introductions, and some scholarly apparatus, Gay discusses 
Freud’s naming of his six children; Freud’s late-life enthusi- 
asm for the earl of Oxford as the author of Shakespeare’s 
plays; the possibility that Freud had an affair with Minna, his 
wife’s sister; and Freud’s listing of 10 good books in answer 
to a questionnaire. Gay also studies Freud’s relationship to 
freedom and free will; takes a brief look at Freud and jokes; 
provides an unserious, brief elaboration of Freud’s remark 
that had he had the Gentile name of Oberhuber, his works 
would have met far less resistance; and reprints his spurious 
1900 review of The Interpretation of Dreams. 

The last of these created some controversy among a few 
scholars and others after it was published in Harper’s mag- 
azine in 1981 (2), in a format that was considered humorous 
by some and fraudulent by others. It was presented in Harp- 
er’s as a newly discovered unsigned review from an obscure 
Austrian medical journal, a made-up journal with a name 
suitably banal to Austrian ears and rather splendid to Amer- 
ican ears: the Grazer medizinische Vierteljabresschrift 1900; 
XVI{3 [July}}:139-148. Some subsequent scholars, unable 
to find that journal, have been annoyed at Mr. Gay. Their 
ancestcrs were probably similarly miffed at not being able to 
find Dr. Ralph, who, Voltaire tells us, wrote Candide. 

Mr. Gay points out in the present volume that had he 
really struck such a piece of scholarly gold, he would have 
“called a press conference and published the piece in a 
learned journal” (p. 130). This is very likely true, but part of 
the provocative quality of the spoof is in the fact that some 
scholars just might publish a powerful scholarly discovery in 
a place like Harper’s. 

The content of the review of The Interpretation of Dreams 
seems to me too learned, balanced, even prophetic, to be 
believable as the product of an earnest, probably provincial 
Austrian doctor publishing in a second- or third-rank journal 
in 1900. The temptation for Gay to write a thoughtful review 
(quite valid, I think) seems a far stronger force than the 
temptation consistently to stay within the bounds of what 
someone like an internist in Graz in 1900 might have known 
and thought. Adding another twist, in a subsequent, not 
quite serious essay, Gay refers to this review again and im- 
plies that Freud himself anonymously wrote it (a nice idea, 
probably again aimed partly at tweaking scholarly noses). At 
any rate, Gay’s review is, if not quite 1900 and not quite 
1981, mostly a good and well-informed review of The Inter- 
pretation of Dreams. It must have been fun for a Freud 
scholar to write, with or without its spoof framework and 
escape hatches. 
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The essays on Freud’s choosing names for kis six children 
and on Freud’s “10 good books” seem to me good ideas not 
fully lived up to. Gay discusses naming, Jewish naming, and 
some of Freud’s style and roles, such as being himself firmly 
in charge of naming his children. There is consideration of 
Freud’s perhaps naming his own final sibling, Alexander, and 
of his naming his sons Jean Martin (after Charcot), Oliver 
(after Cromwell), and Ernst (after Briicke). But three of 
Freud’s children were female; Gay is remarkably less inter- 
ested in these three names as names or for wom they were 
named. He discusses them far less than the male names and 
cites their namesakes as faceless appendages to the men in 
their lives: Mathilde was named ¢fter “Breuer’s wife,” So- 
phie after “a niece of Samuel Hammerschlag,” and Anna 
after “one of Hammerschlag’s daughters.” Even if this may 
partly echo Freud’s patriarchal style, it slights the daughters 
and our interest in them. 

As to Freud’s list of 10 books, the idza of knowing about 
Freud through his reading is a major and challenging one, 
probably unworkably vast, but the list of 10, with Gay’s 
discussion of it, is only something of a jeu d'esprit at the edge 
of that larger subject. Typical of Freud was his response to 
being asked for a list of 10 good books: he analyzed the 
request and decided it meant not 10 “most magnificent” 
works of world literature (such as Hamiet, Freud suggested), 
not 10 “most significant” books (such as Darwin’s Descent 
of Man), and not even 10 “favorite” books (such as Paradise 
Lost or Heine’s Lazarus). He decided that the request was 
for good books somewhat analogous zo gocd friends, “to 
whom one owes a portion of one’s knowledge of life and 
one’s world view” (p. 98). Gay reasonably points out that 
the unpretentiousness of Freud’s choices is something of a 
guarantee of their authenticity. I will not lis: the 10 here 
(educated readers of modern English or American works will 
probably have read two of the 10), but Gay makes histori- 
cally and analytically useful comments and speculations 
about them and their authors in Freud’s intellectual life. 

“Freud and the Man From. Stratiord” is the longest essay 
in the book, and even for those of us who think Freud’s 
endorsing of the earl of Oxford was verv likely wrong, and a 
bit of a hobbyhorse, Gay provides thoughtful notes on Freud 
and Shakespeare, on authors and their works, and on the 
particular book and argumerts tha: seemed most persuasive 
to Freud. 

“Freud and Freedom,” a challenging topic, is an essay 
seemingly more philosophical and less historical than most 
of the others, but actually especially useful, I think, for Gay’s 
usual fluent amassing of pertinent Freudian comments over 
time. As a philosophical or psychoanalytical question, the 
topic needs far more than the 20 pages allotted to it ard has 
received longer discussion elsewhere. 

The essey on Freud and jokes, “Serious Jests,”’ also a bit 
short for its aims, retells a few good Freudian jokes, conde- 
scends oddly about a few, and recapitulates a >it of Freud’s 
book on jokes. It publicizes one nice little mystery that I hope 
someone may soon solve: What is the meaning of the punch 
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line and what is the joke regarding which Freud wrote Fliess 
the following punch line in his letter of Sept. 21, 1897: 
“Rebecca, take off your dress, you aren’t a Kalle—bride— 
any more” (p. 133)? 

Finally, we come to the essay on Freud’s possible affair 
with his sister-in-law. This essay adds little to what many 
people hope is a juicy little morsel of gossip. Gay discussed 
his thoughts in his biography of Freud (affair unlikely, and 
not very important one way or the other to Freud’s theories) 
(1). His subsequent reading of a good many previously un- 
available letters between Freud and Minna has not changed 
his view. A mystery remains in this area, though, larger and 
different from the little one. Gay notes that years of the 
Freud-Minna letters are missing, although someone seems 
once neatly to have numbered them all sequentially. What was 
in those letters? Did Anna Freud or someone else destroy them? 
It seems to me that the gaps are not likely to have been acci- 
dental, which certainly adds to one’s eagerness to know what— 
about an affair, perhaps, but certainly about other matters— 
was in those letters. Gay seems less interested than I would have 
expected him to be in solving that gap. Perhaps, as an energetic 
scholar at the end, he says, of his Freud biographical period, he 
is resigned to the fact that some things are lost and may always 
remain beyond our know-edge. 
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There has been a great surge of intellectual interest in psy- 
choanalysis in recent yeers as scholars try to understand its 
meaning and significance for the disciplines of the humanities 
and the sources of its continuing cultural influence in the 
Western world. As a result of this effort, Freud scholarship 
has burgeoned during the past decade, aided by the avail- 
ability of new material, such as the complete letters to Fliess, 
the biographies of Klein, Anna Freud, and Bonaparte, and 
the memoirs by Kardiner, Wortis, and Sterba. There have 
been important studies on the origins of Freud’s thought and 
the nature of his literary exposition, and there has been re- 
` newed scrutiny of Freud's cases. We now know a great deal 
about who some of his patients were, their backgrounds and 
what became of them, as well as how Freud thought about 
them before shaping the material for publication (e.g., the 
Rat Man) and of Freud's personal influence in some of his 
patient’s lives (e.g., the Deutsch-Tausk episode and the case 
of Frink). The passage of time has helped to curb some of our 
less modulated idealizing or denigrating tendencies so that 
we may begin to develop a picture of Freud in his full hu- 
manity, including a generous array of human foibles, with- 
out destroying his heroic stature. We have been through such 
controversies as whether Freud did or did not sleep with his 
sister-in-law (probably rot), whether he did or did not lie 
about his patients’ childhood seductions (almost certainly 
not), whether he did or cid not fudge some aspects of his case 
presentations to suit his theoretical needs (almost certainly 
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he did), and his extraordinary idea of analyzing his daughter 
(and worrying about why she did not marry). When the dust 
of these gusts has settled we remain with an undamaged 
sense of this intellectual giant and his achievement. 

Against this background, Peter Gay has written a magis- 
terial biography of Freud that has at least three major 
strands: a depiction of Freud’s life, a description of the 
growth of psychoanalytic ideas, and a delineation of the mu- 
tual influences of the man, the ideas, and the times. Although 
the book is presented to us as a life, I suggest that is the lesser 
of its great achievements. Even more stunning are the de- 
scriptions of the growth of psychoanalytic theory, including 
concise and precise glosses and abstracts of Freud’s papers, 
monographs, and developing ideas and the beautiful inter- 
weaving of the ideas with descriptions of Freud’s life and 
with the history of the period. No one else has provided such 
a vivid sense of psychoanalytic ideas as living and conflicting 
entities, born and growing largely within Freud’s mind; the 
person and the ideas are coextensive. In many ways this book 
is the best précis of psychoanalysis available; all of the major 
works are summarized and abstracted. 

Gay is, of course, a master at elucidating the cultural and 
political landscape within which psychoanalysis grew to such 
dominating height, and we come away with a full, lively, and ` 
intricate sense and understanding of Freud within his epoch. 
Gay presents a picture of Freud more complex and more 
useful than any before, a “warts and all” vision of Freud the 
man, who, alongside his nobility and generosity of spirit and 
mind, could be mean, vengeful, and narrow. Gay’s confi- 
dence in the greatness of the man and his discoveries helps 
him to relinquish any desire to color the material or to blur 
Freud’s flaws. The Freud who comes through to us is a man 
of lifelong defiance, with a breadth of interest that is still 
astonishing. We also get a picture of a bit of the private man, 
worrying about his children, suffering hugely over the deaths 
of a child and a grandchild, endlessly enjoying Anna. On tne 
other hand, except for Anna, the women in Freud’s life—his 
mother and wife—do not come to life the way others in the 
story do. We still miss any sense of who Mrs. Freud was and 
what kind of a life she led, overshadowed by her daughter 
and perhaps her sister-in-law. Presumably the information is 
simply not available. 

Although the book is subtitled A Life for Our Time, it 
might more accurately be labeled A Work for Our Time. The 
author’s introduction to chapter 10 illustrates his methods: 
“The questions that preoccupied Freud from the mid-1920s 
on were not pure abstractions for him, but acquired thzir 
urgency from events in his personal life. They exhibit orce 
again the continuous traffic in Freud’s mind between private 
feelings and scientific generalizations—the traffic that re- 
duced neither the intensity of his feelings nor their relevance 
to his science. Beneath the surface of his rational argumen- 
tation, there lurks Freud the disappointed father, the con- 
cerned mentor, the anxious son” (p. 470). It is this inter- 
weaving that Gay superbly lays before us. On the other hand, 
we know little from this book about Freud’s formative years 
that we did not know before. Gay gives relatively scant at- 
tention to Freud’s early scientific career, or to his even earlier 
philosophical enthusiasms. Gay gives us excellent vignettes 
of bits and pieces of young Freud, but one has the impression 
that he is uninterested in the life of the child, boy, and young 
man before that life was involved with psychoanalysis. By 
page 50 of this work of almost 800 pages, we are already at 
the period of Freud’s involvement with Charcot. Of course, 
it is far more difficult to know much of early Freud, but this 
structure to the biography emphasizes that the author is in- 
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terested in psychoanalysis and the intellectual life of the man 
who created it, and he generally avoids the psychoanalytic 
speculations of a “psychobiographical” essay that might at- 
tempt tc understand the origins of the genius—a challenge 
that Freud could not resist. 

I believe it is a merit of this book that it is written primarily 
as history and not psychodynamics; that would be a different 
biography. Once psychoanalysis is a part of the story, Gay is 
much more enthusiastic in his portrayal of the man who is 
inseparable from his discoveries. However, Gay is perhaps 
excessively devoted to Freud’s own accounts of himself in his 
writings. At times in the biography one longs for a better 
sense of how others saw him. Of course, no one could write 
more vividly than Freud did about himself. 

Gay brilliantly describes Freud’s revolutionary psychol- 
ogy, clarifying that Freud, far from being antiphilosophical, 
had major philosophical goals. His dispute with philosophy 
was with speculative metapsychology, and his revolution 
was to describe a deterministic scientific psychology built on 
psychological premises, neither metaphysical nor physiolog- 
ical. Altnough Gay may underplay the importance of “The 
Project” and its neurological underpinnings as a conceptual 
framework that Freud never fully abandoned, he is right to 
stress Freud’s emphatic and revolutionary view of the mind 
as an object for scientific study. In 1896 Freud wrote to 
Fliess, “I see how you, through the detour of being a physi- 
cian, are reaching your first ideal, to understand humans as 
a physiologist, just as I most secretly nourish the hope of 
reaching my original goal, philosophy” (p. 118). Freud never 
abandoned philosophy; rather, he redefined it. He intended 
nothing less than to unriddle the mind, a task he loved for its 
intellectual beauty and for its potential human good. Freud 
was serious about his desire to relieve human suffering. Gay 
demonstrates that Freud, early in his sexual investigations, 
saw himself as a “physician to society” (p. 63), leading the 
way to a healthy and liberating sexuality. 

Gay portrays a man who simultaneously valued his find- 
ings and theories as among the great human discoveries, was 
impatient with those who could not or would not give him 
adequate credit, and endlessly wrestled to repair the incon- 
sistencies and shortcomings of his theories revealed by his 
own continuing gathering of analytic data. That extraordi- 
nary tolerance of ambiguity, so rare in much of the psycho- 
analytic movement, was crucial for Freud’s capacity to retain 
the leadership of his field. The hegemony that Freud retained 
over psychoanalysis throughout his lifetime was not simply 
the result of his charismatic and ambitious character; it was 
even more a consequence of his capacity to entertain new 
ideas even when they had the effect of putting his old ideas in 
question. As the inventor and discoverer of psychoanalysis, 
Freud was always willing—in fact, inwardly compelled—to 
replace old ideas with new ones (preferably of his own cre- 
ation), unable to blink away intellectual problems for very 
long. His followers, on the other hand, were usually in the 
position of finding themselves with abandoned belief systems 
as they failed to keep up with the master. 

This biography gives a fresh sense of Freud and psycho- 
analysis within its own time. It is startling to read quotes 
from the New York Times in the 1920s indicating that Freud 
was already something of a pop culture hero, an accepted 
part of the intellectual avant-garde, and that events in the 
world of psychoanalysis were the stuff of headlines and pho- 
tographs, a part of the daily news in American life. This is 
not the picture that Freud enjoyed of himself as embattled 
and never quite victorious. That Freud tended to denigrate 
his American popularity does not diminish the fact of it, and 
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it may help to temper the spirit of martyrdom that occasion- 
ally colors the view of psychoanalysts who like to think of 
themselves as continuing in Freud’s isolation. Freud required 
a myth of isolation to retain the self-representation as radical 
iconoclast that fired his independence of thought. Social ac- 
ceptance threatened his creativity. Freud’s stature as discov- 
erer-founder of a field of science, leader of an intellectual 
movement, a preeminent culcure hero who embodied the 
conflicts and the visions of his times, as well as the first 
psychoanalyst, has been in scme ways a misleading model 
for psychoanalysts. Although not many analysts think of 
themselves as Freud, we all more or Jess think of ourselves as 
Freudian, and many in our profession have tried to live our 
lives in a “Freudian style,” forgetting that the way Freud 
lived his analytic life was a consequence of beizg Freud and 
is not available to the rest of us. One of Gay’s great achieve- 
ments in this biography is the zich, almost cinematic sense of 
the older Freud in all his poignancy as he struggles with his 
changing ideas and his cancer and impending death, refusing 
all self-pity and, where necessary, engaging in extraordinary 
denial of the world around him to protect his energies for his 
work and his closest family and friends. 

This Freud biography seems to me to havz a universal 
appeal. Students new to psychoanalysis will learn a great 
deal about both Freud and psychoanalysis. Experienced cli- 
nicians and psychoanalysts will find stimulating reminders of 
the structure, complexity, and incompleteness of Freud’s 
thought and the extraordinary insights that fueled his theo- 
ries. Students of intellectual history will enjoy this account of 
one of the great intellectual journeys beautifully set within its 
intellectual landscape. Readers who like adventure stories 
will find few that are more exciting. In other words, everyone 
will enjoy and learn from Peter Gay’s extraordinary biogra- 
phy of Freud. 


ARNOLD M. COOPER, M.D. 
New York, N.Y. 


Psychoanalytic Explorations: D.W. Winnico-:, edited by 
Clare Winnicott, Ray Sheperc, and Madeleine Davis. Cam- 
bridge, Mass., Harvard University Press, 19£9, 602 pp., 
$39.50. 


I met D.W. Winnicott one time, and it was an experience 
I shall never forget; it lends tc everything he wrote a special 
context for me. He had just given a paper at < conference, 
and afterward I went up to kim to describe an idea of my 
own related to what he had been saying. He suggested we 
walk back together to his hote. so that we could continue our 
discussion. During all of our ensuing conversation he held 
me in the center of his attention (or so it seemed to mei in a 
way that I have never experienced with any other human 
being. It was not that he made constant eye contact, or that 
he interjected the traditional psychoanalytic hum of empa- 
thy, or that he was selflessly accepting. As we walked he 
spoke of his own ideas, he reacted and responded with dig- 
nity and originality, yet all the time I felt recognized and 
encouraged—I was in a “facilitating environment.” Quite 
unexpectedly he said to me, “Dr. Stone, we will have to stop 
for a moment. I have terrible angina.” His face was white 
with the pain, but then with amazing equanimity he contin- 
ued as before. 

Winnicott is best known for his cescription and formula- 
tion of the transitional object and transitional phenomena. 
His ‘basic text was the mother-infant relationship, and he 
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learned and taught frora it as much as any modern thinker. 
He apparently recognized that the central problem after 
Freud was the concept af object relations—the mystery of the 
other. Although he wrote on many subjects, his most impor- 
tant legacy is, I believe, to our understanding of the devel- 
opment of object relations. 

The present volume contains unpublished papers and 
drafts that are printed here 18 years after his death. Winni- 
cott’s major failing as a scholar was that he went his own 
way, making no systematic effort to relate his own work to 
that of others. Four years before his death, in a talk to his 
senior colleagues transcribed in this volume, he spoke of 
trying to “make amends and join up with the various people 
all over the world who are doing work which either I have 
stolen or else I’m just ignoring.” He was never to make good 
on this attempt, however; like many other original thinkers, 
including Freud, he marched to his own drummer. 

Winnicott’s published papers were often brief. He opened 
a door to a subtle but important phenomenon, deployed 
language in a unique way, and had a philosophical bent 
concealed under a clinician’s simple feel for his subject. The 
same qualities will be found in the present collection, al- 
though many of the papers are even more cryptic and tele- 
graphic than his published work. The editors have included 
some published reviews that give at least a sense of his reac- 
tions to other major cortributors, Also presented here are his 
writings, filled with moral fervor, against the initial British 
enthusiasm for lobotomy and ECT. Perhaps most interesting 
to his readers will be the series on the use of the object. These 
papers demonstrate the admixture of psychoanalyst and phe- 
nomenologist that made his best work truly memorable. The 
true value of this volume, however, will be found by those 
who care enough about Winnicott to want to get a sense of 
how his mind worked. They will discover, I think, that his 
greatest failing was his greatest strength. Inspired by some 
connection between a clinical problem, a footnote in Freud, 
a poem of Rilke, how a patient made him feel, and an anal- 
ysis of one of his own dreams, he would produce an original 
idea. Many of these ideas are obscure, but some go to the 
heart of the matter ever if they ignore other writers who got 
to the same place by a different route. 


ALAN A. STONE, M.D. 
Cambridge, Mass. 


The Annual of Psychoanalysis, vol. XVII, 1989, edited by the 
Chicago Institute for Fsychoanalysis. Hillsdale, N.J., Ana- 
lytic Press, 1989, 342 tp., $36.00. 


The 17th volume of The Annual of Psychoanalysis, issued 
by the Chicago Institute for Psychoanalysis, begins with a 
section on Theoretical Studies. In the first chapter, John 
Gedo mounts a radical critique of psychoanalytic theories of 
transference, whether kased on the traditional transference 
neurosis or on Kohutien archaic transference. Different as 
these are in other respects, both depend on the concept of the 
neutral, noninvolved analyst, and for Dr. Gedo “analytic 
‘neutrality’ is not merely an unattainable theoretical fiction: 
it is also a mischievous notion that leads us into an epistemic 
never-never land” (p. 8}. The complex interactions between 
analyst and analysand have been mistaken for “‘static inter- 
nal conditions characteristic of the analysand” (p. 13), and it 
is time to end this fiction by proper attention to contributions 
from both members of the dyad. Although possibly under- 
estimating the extent to which a reasonable degree of neu- 
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trality can be achieved by the analyst, Gedo expresses views 
here that are a salutary corrective of what has been a psy- 
choanalytic sacred cow. It should be mentioned, however, 
that his paper confirms a remark of Leston Havens about 
Harry Stack Sullivan as the most influential but least ac- 
knowledged analyst in the United States, since what Gedo is 
espousing without referring to Sullivan is the essence of in- 
terpersonal theory. 

This rousing initial contribution is followed by: Edwin 
Wallace’s attempt, using a phenomenological approach, to 
prune psychoanalytic theory to a lean and minimal level 
compatible with clinical and common-sense observations 
and treatment activity. Wallace eschews as unnecessary and 
even incorrect the more radical critiques of Schafer and 
Spence. Although obviously not a Kohutian, Wallace is cau- 
tiously respectful of Kohut’s contributions. Dr. Wallace’s es- 
say is abstract, dense, and detailed; it is not easy reading but 
commands respect and will be of interest to psychoanalytic 
theorists. To my mind, the essay neglects an opportunity to 
integrate current notions about the biogenetic roots of many 
forms of psychopathology within psychoanalytic formula- 
tions. For instance, can a case really be made any more for 
considering schizophrenia an oral derivative? 

The section on Applied Psychoanalysis is led off by Drs. 
Mavis and Harold Wylie’s exploration of the dynamics un- 
derlying the marked contrast between the first and third nat- 
uralistic periods in the work of the Norwegian artist Edward 
Munch and his middle Expressionistic phase (in which he 
painted the well-known The Scream). The Wylies attribute 
these vicissitudes in Munch’s creativity to unresolved con- 
flicts over the death of his ambivalently regarded father and 
Munch’s pattern of seeking and then rejecting father surro- 
gates. This formulation is plausible; however, based as it is 
on a study of Munch’s paintings and journals and not at all, 
obviously, on any direct observation of the artist, let alone a 
psychoanalytic interchange with him, the formulation is ex- 
pressed with a certainty and unequivocality that have a grat- 
ing quality. There is something solipsistic about this kind of 
approach to applied psychoanalysis. Is it not possible that a 
Munch on the couch might have produced some unantici- 
pated surprises? 

Jerome Winer uses the relationship between Romola and 
Savonarola in George Eliot’s novel Romola as the basis for a 
psychoanalytic theory of charismatic fellowship. He views 
this fellowship as a three-stage process initiated by an acute 
personal crisis activating an unconscious fantasy of enforced 
passivity, followed by an unstable identification with a char- 
ismatic leader, and closing either with depression or an active 
taking on of the charismatic qualities of the leader. : 

Dr. Winer here is advancing a theory about a psychological 
phenomenon using the characters in a novel for illustrative pur- 
poses (although the line between illustration and evidence can 
become murky) rather than drawing conclusions about real 
persons without having examined them, as is done by the 
Wylies. This theory, therefore, could putatively be supported or 
denied by psychoanalytic study of such instances. 

In “On Migration—Voluntary and Coerced,” George Pol- 
lock attempts to apply to the forced emigration of exiles so 
characteristic of our troubled times his research of many 
years on what he has designated the mourning-liberation 
process. This is a normal adaptation to change and loss, 
which under certain conditions can become pathological. 
Forced emigrations are always marked by ambivalence be- 
cause the emigrant both clings to and must give up what is 
left behind in trying to adapt to the new. Obviously there is 
more potential for pathological reactions when the migration 
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is involuntary rather than voluntary, but there are common 
elements such as culture shock and mourning the lost moth- 
erland. The mourning-liberation process in these instances 
can be marked by a sense of nostalgia whose effects range 
from depression to an adaptive, even creative, end product. 
The area Dr. Pollock is treating is an important one to which 
he has given much thought: this paper, however, suffers to 
some extent from being based on an overly condensed sum- 
mary of a considerable body of previous work. 

The section on applied psychoanalysis is completed by 
Martin Nass’s critique of psychoanalytic attempts to under- 
stand creativity in general and musical creativity in particu- 
lar. He notes the difficulty in understanding creativity in the 
absence of direct evidence from the psychoanalysis of artists 
and emphasizes such methodological errors as an emphasis 
on conflict over talent and the reductionistic arrogance of 
analysts who feel that their methods can explain a field about 
which they themselves have little or no knowledge. Nass’s 
review of the literature in psychoanalysis and music reveals 
its thinness and the lack of any sort of central consensus 
about the process of creativity in musical productions. Nass 
does not ignore the role of conflict as an influence in musical 
and creative expression, but he feels that the creative act is 
primarily an autonomous function. 

The first paper in the most directly clinically oriented sec- 
tion of the book, Psychoanalysis and Parenthood, is a vigor- 
ous and well-documented attack on what F. Diane Barth sees 
as the psychoanalytic sin of parent blaming. This practice is 
a covert consequence of some aspects of object relations and 
interpersonal theories, particularly those of Kohut. Parent 
blaming in this sense is a reaction to the equally reductive 
practice of instinct blaming derived from Freud’s drive the- 
ories. Barth makes it clear that both forms of blaming are 
inimical to the proper and appropriate psychoanalytic activ- 
ity of helping the patient develop personal responsibility and 
understanding. From my own experience, Barth’s point is 
well taken and leads to speculation about why analysts need 
something or someone to blame. Can the persistence of 
blaming despite basic theoretical differences be a conse- 
quence of the difficulty that psychoanalysts find in bringing 
about real and constructive changes in some patients? Blam- 
ing then serves the purpose of exculpating the treatment 
from its lack of success in these cases. 

In the next paper, Helen Beiser takes as her subject matter 
the mary accounts in both the Old Testament and the New 
Testament of the substicution of symbolic for direct sacrifice 
of the firstborn son, starting with the story of Abraham and 
Isaac. For Dr. Beiser these accounts suggest that a fundamen- 
tal ambivalence rather than simple oedipal hostility and fear 
resides in the father-son relationship. She sees Biblical fathers 
as expressing an emotional preference for the younger son 
over the firstborn son that is at odds with the legal preference 
for the rights of the latter. This ambivalence of the firstborn son 
toward his own father, experienced as a need to propitiate the 
latter, complicates the transition from the role of firstborn son 
to that of father of the firstborn. Dr. Beiser’s argument, while 
illustrated by the examples she provides (there may be a factor 
of selectivity at work heze), shares the defect I have previously 
mentioned and is admitted by Dr. Beiser—it lacks any ground- 
ing in clinical psychoanalytic evidence. 

The first contribution to the fourth section of the volume, 
Psychoanalysis and Gender, is an important paper by Nancy 
Chodorow with discussions by Barbara Rocah and Bertram 
Cohler. Dr. Chodorow takes as her starting point the dif- 
fering views and failures of communication that exist among 
the various groups interested in femininity as a psychoana- 
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lytic concept. The failures of communica-ion, Dr. Chodorow 
notes, occur particularly between psychoanalrsts and femi- 
nists from other disciplines. One important fozus in her pa- 
per is the disagreements between classical psycaoanalysts on 
the one hand and object relations theorists (among whom 
she counts herself) and interpersonal theorists on the other. 
These latter two groups agree in emphasizing taat femininity 
is derived from a gender rather than a purely sexual ciffer- 
ence and that it develops along with other aspects of selfhood 
from early experience, principally within the -nfant-mother 
dyad. In the other camp is the psychoanalytic view, which 
even in its more sophisticated post-Freudian guise empha- 
sizes the importance of anatcmical sex differences and still 
holds that anatomy is destiny. 

Dr. Chodorow concludes by urging that the opposing 
camps——those trained in psychoanalysis in a broad sense and 
those from other disciplines—take a less polemical view of 
each other’s work so that their ccntributions can fructify 
rather than interfere with their mutual efforts to facilitate the 
emergence of the image of women in psychoanalysis frem its 
early and incorrect Freudian origin. 

Dr. Chodorow’s paper is less parochial and of more gen- 
eral interest than many of the others in this volume. My 
review can do no more than pay tribute to its wide-ranging 
erudition and closely reasoned argument. My only reserva- 
tion is the absence of any discussior. about possible prenatal 
hormonal influences on personality differences between male 
and female children in, for example, aggressiveness. 

Wendy Doniger, using as illustrative material the story of 
Rachel and Leah, both in the Biblical and Midrashic ver- 
sions, along with a number of Hindu myths explores the 
meaning underlying the frequent accounts ir these stories 
and others of doubling, surrogating, and ma:querading by 
both men and women in sexual encounters. A constant in all 
these myths is the tension between the need and desire to 
remain whole and the opposite need to split as a way of 
resolving the ambivalence resalting from this sension. Relief 
through splitting, however, is short-lived becamse it becomes 
the source of new conflict leading, in a dia‘ectic way, to 
reuniting. Dr. Doniger deplcys her material skillfully and 
gracefully as she expands on tae different purposes and strat- 
egies of men and women in these situations of conflict be- 
tween sexual roles. There is an implication, remarked upon 
by Harry Trosman in his discussion, that woren find more 
gratification in integration and men more from the satisfac- 
tion available to their singular halves resulting from the split. 

The final section, Psychoanalysis and Child Development, 
consists entirely of a paper by E. Virginia Demos with dis- 
cussions by Marian Tolpin, Marjorie Barnett and Bertram 
Cohler. Relying on the extensive research in child develop- 
ment led by Louis Sander, in which she has been involved, 
Dr. Demos describes the “infant of the eightizs” (who also 
may be called the “Sander kaby”) as being quite different 
from the Freudian baby, who is essentially passive, witout a 
self structure early on, motivated primarily >y a need for 
tension reduction, and with what may be called a “patho- 
morphic” course of development. The “eighties” infant has a 
self structure from the beginning along with a much more 
sophisticated behavioral repertoire and actively seeks stim- 
uli. Dr. Demos stresses the mctivating force of affective states 
in development as the infant seeks to reduce negative affec- 
tive states and to maximize positive ones. These efforts lead 
to complex interactions with caretakers in whach certain se- 
quences (after frustration of a pleasurable experience parents 
comfort or guide the child) encourage self-confidence and 
innovation but others (the frustration is ignored or punished 
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by the parents) lead to timidity and excessive caution. This 
paper is wide-ranging and informative and could be read 
with profit by anyone, psychoanalyst or not, who is inter- 
ested in child development and its adult consequences. It 
should be said, however, that the view of human develop- 
ment and potential that it advances is rather sunny and op- 
timistic and may be ignoring the effects of relatively intrac- 
table internal tensions and conflicts in the developing child. 
This point is argued in z cogent manner in the discussion by 
the psychoanalyst Marjorie Barnett. 

What can be said about the volume as a whole as a rep- 
resentative but certainly not a comprehensive sample of what 
psychoanalysis has to offer the psychiatrist who cares about 
what psychoanalysis can contribute to the field and to 
knowledge generally? 

First, the articles in this volume, although differing in im- 
portance, are all serious and scholarly contributions and can 
be taken as a tribute to George Pollock’s final year as chair- 
man of the editorial committee. Beyond that, the articles are 
devoted mostly to applied psychoanalysis and theoretical 
and developmental issues; clinical material is very sparse. 
Discussion of the strengths and weaknesses of psychoanal- 
ysis as a method for treating patients is almost nonexistent, 
and, from my observations, this lack is also found in the 
current psychoanalytic literature generally. The articles in 
the volume do not include discussion of the biological and 
genetic discoveries that nave significantly altered our under- 
standing, not only of many forms of psychopathology but 
also of some of the issues discussed in the book, and no effort 
is made to integrate these findings into psychoanalytic think- 
ing. As to the several essays that attempt a psychoanalytic 
exegesis of creative activity, there is no doubt that psycho- 
analysis has made and continues to make an important con- 
tribution by exploring the unconscious roots of creativity. 
However, this contribution is not enhanced by a narrow and 
rote reduction of the productions of creative persons to their 
putative origins in infantile sexuality. 


PAUL CHODOFF, M.D. 
Washington, D.C. 


The Technique and Practice of Listening in Intensive Psy- 
chotherapy, by Richard D. Chessick, M.D., Ph.D. North- 
vale, N.J., Jason Aronscn, 1989, 266 pp., $27.50. 


This book is extraorcinary. The author is a prolific con- 
tributor of worthwhile practical and educational psychoana- 
lytic material to our literature. He is a dedicated teacher and 
psychoanalytic practitioner. With convincing clarity and ex- 
pedient organization, the book directs our attention to effec- 
tive multimodal overtures to the patient. 

In the introduction, Chessick states, “This book is in- 
tended to facilitate the teaching and learning of psychoana- 
lytic listening,” and he reaches this goal successfully. The 
book consists of eight chapters. The first succinctly explains 
Freud’s basic principles and his technical advice for listening, 
emphasizing “evenly suspended attention” with rejection of 
anything in particular ard note-taking. Dr. Chessick declares 
his orientation: “A psychoanalytic model is the only accept- 
able one if we want thoroughly and deeply to understand our 
patients.” Moreover, “one neglects Freud’s [orientation] at 
one’s peril.” 

In chapter two, “Listening Stances,” Chessick elucidates 
five listening channels. The first, the psychoanalytic drive/ 
conflict/defense orientation, is the fundamental theory and 
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therapy to understand patients. The second channel is che 
object relations approach, which is linked to Melanie Klein 
and Bion’s recognition of earliest projection and introjection 
fantasies expressed in the transference. It is the function of 
the therapist to make unacceptable fantasies acceptable and 
to refrain from judgment and the like. The third channel is 
the phenomenological approach, defined as “being in the 
world” and taking the patient’s utterances at face value. The 
fourth channel, self psychology, founded by Kohut, empha- 
sizes empathic failure in dynamics and therapy. (Chessick’s 
demonstration of the method is presented later, in chapter 
six, where he evaluates Kohut’s patient Mr. Z.) The fifth 
channel is interactive therapy. Here the effects of counter- 
transference in the “here and now” are considered, increas- 
ing thereby our understanding of the pre-oedipally damaged 
patient. Rather than explanation, the patient needs experi- 
ence in the interactive dyadic situation. Chessick states that 
channels other than psychoanalysis, if used exclusively, are 
considered by many psychoanalysts as defensive against in- 
fantile sexuality, aggression, and the oedipal complex. These 
supplementary channels are to be used in reaction to pa- 
tients’ utterances and are not to be imposed on them. Mare- 
over, they are to be used interchangeably as the occasion 
requires. 

Illustrative cases are presented with verbatim reports and 
annotative critical remarks by the author in accordance with 
the five channels. In chapter three, “Listening to the Psy- 
chotic Patient,” Binswanger’s treatment of Ellen West, who 
committed suicide after discharge from the hospital, is pre- 
sented, This case is a dramatic illustration of listening with 
one channel, a “blatant mishandling of a patient.” Interac- 
tively, by means of projective identification and counteriden- 
tification, the patient seemed to “infect her caretakers with 
her despair,” leading to acting out the destructive counter- 
transference of hopelessness. 

Chapter four, “Listening to the Borderline Patient,” deals 
with Basche’s treatment of Miss Banks, which reveals a col- 
lusive avoidance of infantile sexuality. Through denied re- 
sponsiveness, patients with borderline disorder, fearing re- 
jection, protect themselves from the need for love. Tolpin’s 
case of Louisa A. is cited as illustrating the limits of psycho- 
analytic listening. Chessick addresses the responsibility of che 
therapist to stay with the patient in long-term therapy for che 
development of internalized controls before the patient is 
ready for interpretation. 

In chapter five, “Listening to the Neurotic Patient,” 
Freud’s seven therapeutic sessions with the Rat Man are dis- 
cussed. Chessick notes that Freud’s therapeutic method was 
at times a “far cry from the mental opaque mirror” he ad- 
vised. He was authoritative, mailed a card to his patient 
while on vacation, lectured on psychoanalysis, was suppert- 
ive, and even promised the Wolf Man a gastric cure. 

Chapter six, “Listening to the Narcissistic Patient,” con- 
cerns the controversial work of Kohut with Mr. Z., in which 
it is claimed that empathy was curative in a second analysis. 
It is believed that self psychology in this case reflected a 
collusion with the patient to flee from oedipal conflicts. 

In chapter seven, “Listening to the ‘Difficult’ Patient,” 
Chessick presents his annotations on a case presentation and 
discussion by Arlow. This chapter describes the counter- 
transference of the therapist when the patient torments, 
teases, manipulates, and challenges in therapy. 

Chapter eight, “Learning to Listen,” is the final chapter 
and is an inspirational appeal by Chessick for therapists to 
prepare appropriately for therapy. Although some therapists 
are gifted with intuition for treating patients, methods can be 
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learned through personal analysis and supervision and 
through: failures to develop the capacity to use all listening 
channels appropriately. 

Lest we forget, the patient is seeking help in overcoming 
the pain of unconscious conflicts. The psychoanalytic 
method is stark, unsupportive, and demanding; the tools of 
abstinence, anonymity, and interpretation expose the pri- 
mary process. The reactive urge of the patient is to flee, and 
the therapist’s objective is a holding preparation for analysis. 
This is best attained through the channels eloquently recom- 
mended by Chessick. All mental health professionals will 
find this book a joy to read and a source of immense practical 
knowledge. An extensive bibliography and a workable index 
are provided, 


GEORGE J. TRAIN, M.D. 
New York, N.Y. 


CHILDHOOD AND ADOLESCENCE 





The Last Childhood, by Yehuda Nir. Orlando, Fla., Har- 
court Brace Jovanovich, 1989, 256 pp., $19.95. 


This book is written by a child psychiatrist who has cap- 
tured in his own autobiographical memoir a devastating pe- 
riod in world history through the eyes of a boy struggling to 
survive. Yehuda Nir, born in Poland 60 years ago, was 9 
years old when the Nazis invaded his country and he was 
forced into a horror that, for most human beings, would be 
incomprehensible. His book is impossible to put down. It is 
vivid and eminently readable. It grips you like a novel and, 
because it is the truth, the horror is even more impossible to 
believe. 

There are several things that are difficult to comprehend 
when one reads this book. The most incredible aspect is how 
young ‘Yehuda Nir was at the time that all of this took place. 
Those of us who do child psychiatry or have watched young 
children grow and mature in a normal environment realize 
how immature 9-year-olds are. Yehuda Nir grew up fast in a 
world that not only must have been overwhelming in its 
cruelty and barbarism but that also forced him to solve prob- 
lems and deal with issues which most of us, no matter how 
old, have never experienced. 

The book opens with a brief description of the comfort- 
able middle-class home from which the family was evicted 
when the Nazis invaded Poland and a brief description of the 
trials and difficulties that all of the family members had to 
endure. The death of his father and the miraculous survival 
of Yehuda, his sister, and his mother provide insight into 
how human beings address the basic survival tactics neces- 
sary with total disregard of the greater geopolitical forces 
and how important small things are in the excruciating stark 
realities on which matters of life and death rest. 

Reading this book, each time Dr. Nir and his family went 
through a narrow escape from what appeared to be certain 
death, 1 breathed a sigh of relief and thought that now I 
would read about their escape to Israel, where they were 
finally able to go after the war. But each time there was 
another difficult, painful experience to endure. The events 
are told in a frank, penetrating, incisive narrative style. 

This book has been critically acclaimed by a number of 
reviewers, including some who have been writing about the 
Holocaust for years. It was named as the critics’ choice in the 
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New York Times Book Review and has received some other 
noteworthy accolades. 

Yehuda Nir and I first me: on our first day of residency. 
Very early on he demonstrated his intellect, sharp wit, intu- 
ition, and sensitivity. For his fellow residents he was some- 
one who could be relied on for incisive and telling accuracy. 
The same characteristics tha: we discovered in him curing 
those years are reflected in this book. 

Psychiatrists and other mental health professionals should 
read The Lost Childhood. We all know that life expezience 
plays a substantial role in the growth and development of a 
psychotherapist. To do good therapy one must be rooted in 
reality and have a capacity for empathy as well as a sound 
philosophy of life that grows out of experience. It was im- 
portant for Yehuda Nir to tell his story, not only for himself 
but for all of us, as a testimony to the resilience of a remark- 
able boy who survived to become an honored colleague. 

For me this book is an important affirmatior of the human 
spirit—the story of a little boy whose ingenuity and will to 
live continually snatched victory from the jaws of defeat. 


PAUL J. FINK, M.D. 
Fhiladelphia, Pa. 


The Child in Our Times: Studies in the Development of 
Resiliency, edited by Timothy F. Dugan, M.D., and Robert 
Coles, M.D. New York, Brunner/Mazel, 1989, 240 pp., 
$27.50. 


At the end of her chapter in this volume, “Defying the 
Voice of Doom,” Stella Chess suggests that the stories of 
individuals who succeed despite adversity might betcer be 
told by novelists. She names George Eliot and quotes from 
Middlemarch, (She could equally have called on Dickens or 
Steinbeck.) 

Indeed, this book could well have done with a single au- 
thor to consolidate the data and to present the case descrip- 
tions that explicate the concent of invulnerability. Conceived 
during what must have been an exciting conference with the 
book’s title at the Cambridge Hospital, the chapters suffer 
from their separateness. The material is abundant but, at 
times, overlapping, in setting forth the characteristics of in- 
dividuals who demonstrate an ability to rise above early 
handicaps. 

Does resilience come, as Chess states, because of adoles- 
cent abilities to develop distance “from noxious familial on- 
slaughts,” or is it the capacity to work and engage in alter- 
nate social roles, as described by Vaillant? 

Individual chapters have true merit. Demos’s opening 
chapter uses Sander’s 30-year study of children and families 
to set a dynamic tone that depends on long-term data zs well 
as an understanding of family relationships and environ- 
ments. Demos also poses a question that the entire volume 
struggles to answer—Do highly resilient child-en remain so? 

Two succeeding chapters set forth novel concepts of the 
unique moral forces within children that enable them to suc- 
ceed; unfortunately, such capacities are not highlighted in 
other essays. There are, however, excellent descriptions of 
street children, children who survive alcoholic families, and a 
special group of children—those stressed by chronic physical 
disabilities. In all instances there are clear pictures of the 
impact of the family on the child as well as the ability of the 
child to use or to create distance from such impacts. 

The most integrative writing is that of the editor, Timothy 
Dugan, who uses the book’s data (as well zs the iterative 
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references to Garmezy, Rutter, and Winnicott) to put resil- 
iency in the context of action and acting out. Noting that the 
adaptive capacity to act in relationship to others may result 
in “provocation or annoyance,” Dugan describes a key issue 
in therapy as well as in studies of outcome: Are resilient 
children also the subsequent provocateurs of society? The 
text hints at this, but it needs further documentation. Acting 
out may well be protective to the individual; is it equally 
helpful to others? In view of Dugan’s criteria, it would be 
interesting to know whether the “gamins” of Columbia, de- 
scribed by Felsman, grow up to be political leaders or drug 
lords. 

Dugan’s chapter is nct placed as a summary, but it does 
bring forth many of the common traits that enable some 
children to rise above seemingly noxious beginnings. The 
various authors agree that it certainly helps to have usable 
intelligence, a warm parent or mentor, special talents, and a 
drive to use these assets. 

While such capacities are not universally available, the 
timeliness of this book is manifest in its opportunity to assist 
us in a period of growing homelessness and seeming increase 
in the abuse of children. We will continue to need the exten- 
sion of the long-range studies described here (as well as oth- 
ers referred to). We could also profit by a more critical—even 
if idiosyncratic—editorial organization of the various data. 


HENRY H. WORK, M.D. 
Bethesda, Md. 


The Abandonment of ['elinquent Behavior: Promoting the 
Turnaround, edited by Richard L. Jenkins and Waln K. 
Brown. New York, Praeger, 1988, 226 pp., $39.95. 


As one might possibly surmise, this book is devoted to the 
subject of delinquent young people who straightened out. It is 
meant, I think, as an antidote to the pessimism that pervades 
the literature on delinquent and/or antisocial adolescents and 
young adults. (Not all antisocial people have been formerly 
adjudicated as “delinquent,” nor, in actuality, do all youngsters 
who commit an act judged delinquent have antisocial person- 
alities; hence, the terms are not synonymous.) 

As an edited volume, zhe book is an interesting potpourri 
of literature reviews and a few long-term follow-up studies, 
first-person accounts by former delinquents who “made 
good” giving their thoughts regarding the evolution of the 
turnaround, a couple of theoretical papers on the whys of 
delinquency, and several papers discussing interventions (ju- 
venile court adjudication, training schools, etc.). 

Specifically, the first-person accounts by Robert E. Thorn- 
ton, M.S.W., and Warren Rhodes, Ph.D., men with histories 
of delinquent behavior in adolescence who describe their 
turnaround, provide an implicit and explicit message. The 
explicit message is that help helps. The implicit message is 
that brains and, finally, learning from experience that getting 
into trouble is not fun and can be avoided are vital. The 
inability of certain people to learn from experience, although 
not part of current diagnostic criteria, is one of the more 
frustrating (for the helpers) aspects of dealing with people 
who are delinquent or antisocial. 

Another notable chapter, by Gerard E. Nelson, M.D., and 
Richard W. Lewak, Ph.D., is a brief readable synthesis of 
attachment theory and its contribution to the understanding 
of delinquency. Finally, zhe chapter by David P. Farrington, 
Ph.D., Bernard Gallagher, Lynde Morley, Raymond J. St. 
Ledger, and Donald J. West, M.D., updating the well-known 
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Cambridge Youth Study, provides some important data. Al- 
though their data suggest that by age 32 the amount:of de- 
linquent behavior has diminished (the “burning out” of an- 
tisocial behavior is a well-recognized phenomenon), those 
who were staying out of trouble were not necessarily positive 
contributors to society. Their existence often seemed mar- 
ginal at best. 

I had intended to read this book only selectively, but I 
found it sufficiently interesting to read from cover to cover. 
The question of why some youngsters can survive devastat- 
ing environmental and family difficulties that “cause” others 
to become delinquent, psychotic, or depressed is a compel- 
ling and, as noted by the editors, understudied one. My con- 
clusion after reading these selections was not specifically ad- 
dressed by any of the contributors and is relevant insofar as 
the recommended audience for this book is concerned. That 
is, the impact of psychiatric disorder on delinquency was 
never considered. Those who “‘survived,” so far as I could 
tell, were not additionally handicapped with attention deficit 
hyperactivity disorder, severe learning disabilities or mental 
retardation, schizophrenia, substance abuse, or organic brain 
syndromes. The closest the book came to this context was 
the study by Gene M. Lutz, Ph.D., and Kriston Baughman, 
which concluded that boys with greater aggression, less ed- 
ucation, and from families with less education were more 
likely to have continued problems. 

Unfortunately, most of us in the mental health profession 
who become involved with delinquents are asked to consult 
on the question of mental illness over and above the behavior 
disorder itself. Thus, the interventions and outcomes of peo- 
ple without concurrent mental disorders or with unknown 
disorders may not be of as much interest to a psychiatric 
readership. On the other hand, for those professionals who 
work with the courts or in residential facilities, this volume 
provides some interesting insights. 


GABRIELLE A. CARLSON, M.D. 
Stony Brook, N.Y. 


Relationship Disturbances in Early Childhood: A Develop- 
mental Approach, by Arnold J. Sameroff and Robert N. 
Emde. New York, Basic Books, 1989, 255 pp., $24.95. 


There has been a quiet revolution going on in the field of 
child development. Development is no longer seen as unfold- 
ing within the child while the environment merely tries to 
respond to the process. This individualistic perspective has 
been supplanted by an interactionist position in which the 
development of the self is the result of a dynamic, reciprocal 
relationship between biological givens and life experiences. 
This cohesive, well-written book not only contributes to the 
revolution but assures that this dramatic shift is now audible 
in the field of psychiatry. 

This volume originated from the interactions and discus- 
sions of a special project group at the Center for Advanced 
Study in Behavioral Sciences. The multidisciplinary group of 
eight prominent scholars (Sameroff, Emde, Daniel Stern, 
Alan Sroufe, Thomas Anders, Arthur Parmelee, Herbert Lei- 
derman, and David Reiss) represent the fields of developmen- 
tal psychology and psychiatry. They collectively derived the 
constructs presented and, thus, have produced an integrated 
work. Its focus is on relationship disorders, their classifica- 
tion, and how disorders of early childhood may serve as a 
basis for relationship disorders in later life. The text chal- 
lenges the reader with a bold conceptualization of the infant- 
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caretaker dyad, an external relationship, as dependent on 
and generative of internal representations. Similar to Winni- 
cott’s often quoted, “There is no such thing as a baby,” the 
authors argue effectively that early childhood psychiatric dis- 
orders should be classified as relationship disorders. 

This position raises questions: Where do relationship pat- 
terns reside? What gives them their continuity? How do dis- 
orders in relationships become disorders in individuals even 
when the relationship is no longer active? The authors tackle 
these questions, enriching the field of developmental psychopa- 
thology—relevant for general psychiatrists—while offering a 
taxonomy of relationship disorders for those specializing in the 
early years. The authors’ focus is the influence of relationships 
in the construction of the self. They are respectful, however, of 
biological aspects of psychiatric practice. They view physical 
illness, temperament, parental vulnerability, and life events as 
all part of the equation of the self and serving to influence how 
a child forms and maintains relationships. 

The Look is divided into three sections: Development, Dis- 
turbance, and Context. Several exciting themes serve to in- 
tegrate these sections. Relationship disorders are described in 
a spectrum of increasing severity—perturbations (“normal” 
frustrations) to disturbances to disorders (more than one 
area of development or relationship affected), Regulatory as- 
pects of relationships, analogous to physiological regulation 
of internal states, are emphasized, and the family’s overreg- 
ulation and underregulation of a child’s developmental expe- 
rience are used as examples. The science of psychodynamics 
is advanced by a vigorous attempt to understand the mental 
mechanisms of how life experience gets encoded and how 
this internalization affects future life events. 

We have little to criticize. The relationship of the authors’ 
work to extant views of development and psychopathology 
is indirect and muted. Broadened discussion of how this 
work relates to self psychology, object relations theory, bio- 
psychosocial psychiatry, and systems theory would have 
been challenging. Some may find the work too theoretical 
and desire more clinical material. 

This remains a significant contribution. We hope the ap- 
parently limited focus—infancy and early childhood—does 
not obscure its relevance to the entire field of psychiatry. This 
book is not merely about an interesting nosological issue, the 
classification of relationships. Rather, the authors have made 
a major contribution to the field of human development and 
psychiatry. Psychiatrists will find the mechanisms of psycho- 
pathology elucidated; psychotherapists will appreciate the 
descriptions of self formation; family therapists will have 
their perspectives on systems enriched. Although some back- 
ground in development would be helpful, we believe any 
student of human behavior should read this work. 


JOHN A. CONNELL, M.D. 
ALLAN M. JOSEPHSON, M.D. 
Augusta, Ga. 


Child and Adolescent Psychopathology and Involuntary 
Hospitalization: A Handbook for Mental Health Profession- 
als, by Tony D. Crespi. Springfield, Ill., Charles C Thomas, 
1989, 124 pp., $31.75. 


After having survived and been rehabilitated for a brutal 
beating by an inpatient adolescent, Dr. Crespi has given 
much thought to the issue of psychiatric treatment of chil- 
dren and adolescents. He has written a clear and concise 
manual that details the issues surrounding psychiatric treat- 
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ment of adolescents. Because “psychiatric treatment for 
young people consumes a diverse range of specialties and 
professional subgroups” and “the psychiatrist actually occu- 
pies the smallest piece of the pie,” this book is intended as a 
comprehensive reference for psychologists, counselors, social 
workers, and other mental health professionals. Although 
the title of the book implies a discussion of child and ado- 
lescent issues, the bulk of Dr. Crespi’s work focuses on ad- 
olescent psychopathology and involuntary hospitalization. 

There is a rich history of treatment of adolescents aptly 
documented in the first parts of the book. For instance, al- 
though the first mental hospital in the United States was 
opened in 1852, the first all-adolescent unit was not estab- 
lished until 185 years later at Bellevue Hospital. About two- 
thirds of all patients were court referrals, and the ward mi- 
lieu was aggressive and destructive. Custodial and restrictive 
care were seemingly the only-ways staff could maintain con- 
trol. In this historical light, Dr. Crespi’s comments on the 
recent upsurge in adolescent hospitalizations and cont:nued 
violence are disturbing; large-scale follow-up studies assess- 
ing treatment efficacy have not been attempted. 

The chapter on commitment procedures is general and 
well written. Although each state has specific guidelines, the 
author does an excellent job of outlining what parents’, ther- 
apists’, and patients’ rights are in the process. It is a chapter 
that especially can be read by families, as Dr. Crespi suggests. 

The chapter on medication used with young people is not 
detailed enough for medical practitioners and serves to 
clearly define the book for nonmedical personnel. The most 
interesting chapters, however, are devoted to an explanation 
of adolescent psychopathology, paying particular attention 
to behavior disorders, suicidality, use cf restraints, and se- 
clusionary procedures. These latter points are discussed in a 
most useful manner, raising questions as to the long-term 
effects on the adolescent who is coping with mental illness. 
Again, Dr. Crespi calls for a studied approach to answering 
this question. 

Completing his analysis of adolescent hospitalization and 
psychopathology, Dr. Crespi ends the book with an enlight- 
ened view of discharge planning. He advocates careful plan- 
ning in the discharge process and attention to treatments and 
preparations that will keep the patient out cf the hcspital 
and integrated into the community. 

Overall, this book is exciting to read because of the activ- 
ism evident in Dr. Crespi’s writing style. From the very be- 
ginning he draws the reader in as he describes his own expe- 
rience with a violent patient. The beating and the 
rehabilitation only hinted at remind the reader that these 
patients must be taken seriously. 


RONALD L. KOSHES, M.D. 
Fort Lee, Va. 


AGGRESSION 





Wartime: Understanding and Behavior in the Second World 
War, by Paul Fussell. New York, Oxford University Press, 
319 pp., $19.95; $9.95 (paper). 


It can be refreshing to turn from the pages of our profes- 
sional literature and observe human nature through the eye 
of a keen, unrelentingly honest, and articulate “naturel psy- 
chologist,” unfettered by codes, axes, or statistical analyses. 
That is a portion of the pleasure we can continue to take in 
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Freud, and much of the delight one may find in the writing of 
Paul Fussell. 

Fussell, a professor of literature at the University of Penn- 
sylvania, has, in addition to his academic writings, produced 
a steady output of iconcclastic, irreverent books and essays. 
His concern—broadly speaking—is the human condition. 
His work is wide-rangirg: from the hilariously unorthodox 
and deadly discerning Ciass: A Guide Through the American 
Status System (1) and the controversial but compelling 
Thank God for the Atom Bomb and Other Essays (2) (Fus- 
sell’s one-time front-line foot soldier’s defense of the bomb- 
ing of Hiroshima and Nagasaki) to his award-winning study 
of World War I, The Great War and Modern Memory (3). 

In his most recent wozk, Wartime, Fussell uses techniques 
advanced in The Great War to examine popular songs, po- 
ems, literature, letters, and memoirs to identify and under- 
stand the changes in human thought and feeling, individual 
and collective, that transpire in wartime. In the present work 
Fussell turns to the war and the people he knows firsthand, 
Americans and Britons during World War II. 

Fussell begins with the psychological civil defense engaged 
at the beginnings of all wars: denial on a mass scale. The 
general public hardly contemplates the horror of actual com- 
bat. Instead, we assure ourselves the war will end quickly in 
an easy victory with few casualties. Fussell compares the 
early days of the Civil War, when elegant ladies brought their 
evening dresses to the Battle of Bull Run for the post-battle 
ball that was never held, to the beginning of World War II, 
when Luftwaffe pilots who crashed in the English country- 
side were buried with fcll military honors. 

As the realities of wartime transcend denial, a collective 
fear replaces it, a fear that Fussell argues has been lost to 
selective memory. Fussell recounts fear on the home front 
and fear at the battle front. Fear, he tells us, so tormented 
London anti-aircraft gunners that they could not wait for 
incoming planes to fly close enough for visual identification. 
They fired so unselectively that Allied pilots self-protectively 
avoided flying over London. 

Fear leads us to ascribe evil intentions to the inevitable, 
random accidents of wartime. Human motives are projected 
onto happenstance. So espionage must lie behind otherwise 
inexplicable failures: saltpeter rather than exhaustion and 
anxiety saps soldiers’ libidos; gremlins haunt ill-fated 
bomber crews. 

Rampant fear sows rempant rumor, which sustains hope 
and offers magical outcomes. Even the most awful tale re- 
mains a respite from reality, and erroneous news is more 
exciting than silence. The prisoner of war hears rumors of his 
own wishes: imminent |-beration or prisoner exchange and, 
inexplicably, that Henry Ford is giving every POW a brand 
new automobile. 

Through its power, rumor itself naturally evolves into a 
weapon of war. Fussell cuotes the methodology of the Office 
of Strategic Services (the OSS, predecessor of the CIA) for 
disseminating disinformative rumors among the enemy. This 
advice bears the earmarks of dogged experience: 


1. Tell the story casually, and don’t give yourself 
away by being overanxious to launch your rumor. 

2. If the lowdown is especially hot, tell it confiden- 
tially. 

3. Never speak your rumor more than once in the 
same place. If it is gaod, others will repeat it. 

4. Tell it innocently, and don’t disclose any source 
that can readily be discredited. 
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The favorite OSS rumors for the two theaters of war were, 
in Europe, that Hitler was epileptic and/or insane and, in 
Asia, that native girlfriends of Japanese soldiers were slowly 
poisoning their food. 

The waging of war has its own psychology, as we learn 
from General George Patton, who cautions that “reports by 
wounded men are always exaggerated and favor the enemy.” 
Likewise, reports of events after nightfall are per se unreli- 
able. Patton’s psychology of leadership: in cold weather 
never dress more warmly than the troops. When visiting the 
front, drive up in a jeep. Fly back. Never be seen heading for 
the rear. 

Fussell does not view such psychological warfare as a lim- 
ited aspect of the war. He draws a larger picture of the Allied 
war effort—the propaganda, disinformation, misinforma- 
tion—as an exercise in deception, required to generate a 
moral fervor equal in motivating force to the power of the 
Emperor over the Japanese and Fuhrer und Vaterland over 
the Germans. Fussell claims the Axis had a clear purpose: to 
conquer. The Allies had a dirty job: to stop the Axis and go 
home. 

Although not often expressly stated, this is not an original 
thesis. Frank Capra, in directing the Why We Fight docu- 
mentary series for the war effort, divined that the most effec- 
tive method of inspiring his viewers was to show them not 
what they were fighting for but what they were fighting 
against. Propaganda footage of Axis leaders and scenes of 
brutal aggression and war were more compelling than any- 
thing Capra himself could record on film. 

Fussell’s statement that the events of the war, “being in- 
human, have no human meaning,” has ignited a firestorm of 
criticism. Fussell has been accused of suggesting that the Al- 
lied role in World War II was immoral and that the war 
should not have been fought. Wartime, with its relentless 
criticism of the illusions and distortions that accompany even 
the most noble of wars, easily invites the hostility that greets 
messengers who bring bad news, particularly in time of war. 

Fussell, who was wounded fighting in France, neither 
doubts the necessity of the war nor regrets the outcome. He 
regrets casualties that are not usually thought of as such: 
casualties in understanding, thought, and emotion. Like the 
iconoclast he is, he probes without regard for whose pride 
might be punctured. In his earlier essay, “Thank God for the 
Atom Bomb” (2), Fussell made the brazen suggestion that 
those Americans who would second-guess the decision to 
drop atomic bombs on Japan are an elite group, alienated 
from the socioeconomic class who would have continued to 
fight the war had the bombs not ended it. 

Such pointed and unsettling ideas are vintage Fussell. Time 
and again, Fussell, like Freud, dares to disturb the sleep of 
the world. His insights, although often discomforting, are, 
like many discomforts, incentives to reexamine and think 
anew. Fussell’s book on the psychology of wartime—a psy- 
chology that, thankfully, ever fewer of us know firsthand— 
expands one’s understanding of human thought and behav- 
ior. In psychiatry we can ask little more of any text. 
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The Painful Field: The Psychiatric Dimension of Modern 
War, by Richard A. Gabriel. Westport, Conn., Greenwood 
Press, 1988, 200 pp., $39.95. 


Unfortunately, this book is written in a dry, repetitive style 
that makes its reading somewhat boring. There is no ques- 
tion that Richard Gabriel, an Army Intelligence officer 
turned academician, knows his subject, as evidenced by the 
fact that he has written at least 18 books on war in the last 
few years. One of them, No More Heroes: Madness and 
Psychiatry in War (1), is of particular interest to me because 
it seems to be a more compact and readable version of The 
Painful Field. The earlier book has the same information, the 
same warnings, and the same conclusions. In both books we 
read mind-boggling items such as that modern armies have 
more machines of destruction at their disposal than any 
other armies in history, that “on the first day of fighting both 
sides would be able to engage almost 20,000 modern main 
battle tanks, and after 30 days, the number of tanks on both 
sides would increase to 66,000,” that in the Arab-Israeli War 
“both sides suffered losses of 50% in men and equipment in 
less than two weeks of fighting, that “even assuming . . . best 
case scenarios, the number of men killed and wounded in a 
central European battle will approximate two million on 
both sides if the battle lasted only two weeks.” 

Gabriel also writes about personal and ethical issues of 
tremendous importance, reminding us that we are a fortu- 
nate nation, only lightly touched by modern war with rela- 
tively few casualties, no civilian deaths, and no mass destruc- 
tion of property compared with other nations. He also 
informs us about Soviet and American military psychiatry, 
attempting to condense history and clinical issues into about 
100 pages with limited success. 
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The final chapter of The Painful Field, which concerns the 
future of military psychiatry, touckes on the future of bat- 
tlefield psychiatry and more specifically on the “chemical 
soldier.” Gabriel writes that “without chemical assistance 
the human psyche can no longer withstand the stress of mod- 
ern war without seeking refuge in insanity, creating the ne- 
cessity to find a chemical compound that will prevent or 
reduce anxiety while allowing the soldier to retain his normal 
and vitally needed acute levels of human aware-ess.” Gabriel 
assures us that the search for these chernicals is already un- 
derway in the military research laboratories of the major 
armies of the world. 

Are we, the psychiatrists of this world, collaborating in 
this research? Have we lost our minds and become partici- 
pants in the creation of killing machines? Are we ready to 
participate in the destruction of humanity? Answering these 
questions, I would like to qucte from the Nobel Prize accep- 
tance speech of Gabriel Garcia Marquez: “Fazed with this 
awesome reality that must have seemed a mere Utopia 
through all of human time, we the irventors of tales who will 
believe anything, feel entitled to believe that it is not yet too 
late to engage in the creation of the opposite Utopia. A new 
and sweeping Utopia of life, where no one will be able to 
decide for others how they died, where love will prove true 
and happiness be possible, and where the races condemned 
to 100 years of solitude will have, at last and forever, a 
second opportunity on earth.” I hope that the inventors of 
tales would convince us that this Utopia is far better than the 
one coming out of this book called, appropriately, The Pain- 
ful Field. 
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Letters to the Editor 


Dantrolene in Lethal Catatonia 


Sir: Stauder’s “lethal catatonia” (1) remains a rare but 
dramatic problem because it is a highly life-threatening dis- 
order (2). Early interventions with ECT or steroids constitute 
the only sufficiently tested therapies (3). Since neuroleptic 
malignant syndrome has sometimes been considered to be an 
iatrogenic variant of lethal catatonia (2, 3) and dantrolene 
appears useful in neuroleptic malignant syndrome (4, 5), we 
decided to treat two patients who had lethal catatonia with 
this drug. 


Ms. A, a 57-year-old woman with bipolar disorder di- 
agnosed according to DSM-III-R, was treated with imip- 
ramine for a depressive episode. In a few days she became 
extremely irritable and refused food and water. Within 2 
days after hospitalizat:on, she manifested mutism, psycho- 
motor retardation, generalized muscle hypertonicity, and 
fever. In the following 24 hours the clinical picture wors- 
ened: stupor alternated with intense agitation, and Ms. A 
believed herself to be dead. Furthermore, her fever stabi- 
lized at 40 °C, her blood pressure became unstable, and 
hypernatremia, hypokalemia, hypocalcemia, hyperazote- 
mia, urinary retention, dynamic ileus, and a slight lung 
infiltrate appeared. The addition of acetylsalicylic acid (1 g 
i.v.), noraminopyrine (1 g i.m.), ampicillin (3 g i.v.), and 
amikacin (1 g i.v.) and rehydration with chilled intrave- 
nous balanced fluids were unsuccessful in the following 48 
hours. Dantrolene (75 mg i.v.) was then administered, and 
in 24 hours Ms. A’s temperature, diuresis, muscle tone, 
and blood pressure returned to normal, and the psycho- 
pathological picture improved; she accepted food and be- 
came sufficiently collaborative. After 9 days of decreasing 
doses of dantrolene (up to 25 mg p.o.), the patient was 
discharged. 


Ms. B, a 63-year-old woman with a DSM-III-R diagno- 
sis of paranoid schizophrenia who had not taken neuro- 
leptics for the past 7 vears because they produced severe 
extrapyramidal side effects, began to take diazepam (18 
mg/day p.o.) during a residual phase of her illness. In a 
week she became progressively agitated, verbalized nihil- 
istic delusions, and refused both liquid and solid foods. 
Within 2 days after hospitalization she had a fever (39.7 
°C), generalized muscle hypertonicity, marked fluctuations 
of both blood pressure and heart rate, slight lung infiltrate, 
hypernatremia, hypokalemia, increase in ESR, and neutro- 
phil leukocytosis. Despite the addition of ampicillin (3 g 
iv.) and acetylsalicylic acid (1 g i.v.) and rehydration with 
chilled balanced fluids, her temperature rose to 40.7 °C, 
and extreme agitatior and stupor alternated during the 
following 24 hours. Dantrolene (75 mg i.v.) was adminis- 
tered, and in 48 hours her muscle hypertonicity substan- 
tially decreased and her temperature fell to 38.3 °C. The 
phases.of motor agitation and stupor disappeared, the de- 
lusions subsided, and Ms. B agreed to eat and drink. Dan- 
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trolene was continued for 7 days, and after 14 days the 
patient was discharged. 


The chronological link between administration of dantro- 
lene and recovery from lethal catatonia could have been co- 
incidental, Nevertheless, evidence that in lethal catatonia the 
drug reduced the same symptoms that it positively affected in 
neuroleptic malignant syndrome sufficiently supports the in- 
ference that dantrolene exerted therapeutic activity. Further, 
the consensual reduction in the psychopathological picture 
and the physical symptoms suggests that dantrolene had cen- 
tral effects as well. Whatever the case, further experimenta- 
tion with dantrolene in lethal catatonia appears justified. 
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An Adverse Reaction to L-5-Hydroxytryptophan 


Sir: The drug 5-hydroxytryptophan has been used for 
treatment of depression (1) and also as a tool to investigate 
the role of the serotonergic system in the pathogenesis of 
affective disorder (2) and schizophrenia (3). Some physical 
and psychological adverse effects of the drug have also been 
described (4). We report here a severe adverse reaction to 
5-hydroxytryptophan, not reported so far, in a depressed 
patient with atopic dermatitis. 


Mr. A, a 30-year-old man, presented at our hospital 
with depressive symptoms of 1 month’s duration and was 
diagnosed as having major depression with melancholia 
according to DSM-III-R. After giving written informed 
consent, he was included in our study, which entailed mea- 
surement of serum cortisol response to oral 5-hydroxy- 
tryptophan. The patient had a chronic atopic dermatitis 
with thickened and coarse skin. There was no history of 
drug reaction, and he had not taken any drug in the past 
month. His hematological, biochemical, liver, and kidney 
eas were normal except for a raised eosinophil count 
of 7%. 
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After an overnight fast, Mr. A received 5-hydroxytryp- 
tophan, 3 mg/kg orally, in a non-enteric-coated capsule, 
followed shortly by a light breakfast (a slice of bread with 
jam) to avoid nausea. Approximately 90 minutes after tak- 
ing the drug, he experienced generalized itching and be- 
came restless. Soon he complained of dizziness, blurring of 
vision, and difficulty in breathing. His appearance was 
flushed and his pulse increased from 80 to 100 bpm, but 
no change in blood pressure was recorded. Cyprohepta- 
dine, 8 mg orally, was given immediately. The patient 
gradually recovered in about 2 hours. 


The observed reaction is highly suggestive of a reaction to 
5-hydrexytryptophan because of the temporal relationship 
with its administration and Mr. A’s response to the serotonin 
antagonist. The patient was not taking any drug or food rich 
in seroconin or its precursor. Exogenous 5-hydroxytryp- 
tophan is expected to raise serotonin levels in the body, 
which can explain the effects seen in this patient. However, 
the possibility of an immune-mediated anaphylactoid reac- 
tion cannot be ruled out, especially since this patient was 
suffering from atopic dermatitis, and such patients are 
known to be unduly sensitive to allergens (5). 
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Restraining the Violent Pregnant Patient 


Sir: Because of the infrequent use of restraints to control 
violent behavior of hospitalized pregnant psychiatric pa- 
tients, this intervention often causes intense discussion. Muq- 
tadir et al. (1) stated that restraints were never used for fear 
of provoking maternal injury. Chang and Renshaw (2) ap- 
pear to endorse medication rather than restraint for agitated 
pregnant patients because restraint might “aggravate the pa- 
tient’s distress.” We could find no descriptive literature on 
the use of restraints for pregnant patients. We would like to 
present the case of one such problematic patient. 


Ms. A was a 21-year-old obviously pregnant woman 
admitted to the psychiatric ward on a police officer hold. 
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She had thrown a brick through her boyfr2nd’s window 
and threatened to stab herself in zhe abdomen. There was 
an extensive history of drug abuse. She had been treated 
with a combination of perphenazine and amitriptyline, 
which had been stopped by her physician when she be- 
came pregnant. On the ward she was frecaently hostile, 
misinterpreting the intentions of others and insisting that 
one staff member was Satan. There was po evidence of 
delirium. She was placed in restraints for 24 hours after 
throwing objects at the nursing staff. After a few days in 
the hospital, her mental status cleared ard she was re- 
leased by the court. Ms. A was admitted to zhe obstetrics 
ward 9 days later because of complication= secondary to 
cocaine use. She made repeated threats toward the staff, 
tried to leave the hospital, and threatened ro hurt herself. 
She had ideas of reference and paranoid delusions. She was 
placed on a second court hold and transferred to the psy- 
chiatric ward. She required restraints to seep her from 
leaving the hospital or harming the staff. “gain, she was 
released by the court. 


The clinician is faced with the dilemma of having to 
choose between interventions with complex and occasionally 
unknown risk-benefit ratios. If a patient presents with dan- 
gerous, out-of-control behavior that does not spond to ver- 
bal intervention or less restrictive means, suck as isolation in 
an unlocked or locked seclusion room, we vould recom- 
mend avoiding medications and considering restraint until 
the duration and etiology of the behavior are xnown. Also, 
possible disposition and compliance with fo..ow-up play a 
role in intervention decisions. The impact of nedication on 
pregnancy, mother, and fetus are well described (3). 

Historically, restraints have been used dur ng obstetrical 
delivery, but this practice has been largely abendoned. It is 
considered dangerous to restrain second- and ~hird-trimester 
patients on their backs because of obstruction of the venous 
return to the heart and development of supine hypertensive 
syndrome (4}. A patient requiring restraint should be placed 
on her left side or be restrained with a pillow, raising the left 
hip. Frequent change of position is helpful in reducing partial 
inferior vena cava obstruction as well as =ny dependent 
edema. 

We favor considering restraints in emergency situations, 
which allows reflection on the risks and benefits of medi- 
cation. We believe this is a lesser risk and a more easily 
reversible decision. Clearly, more research im this area is 
warranted. 
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Exaggerated Sensitivity to an Organophosphate Pesticide 


Str: Although it has been reported that organophosphate 
pesticides induce psychiatric symptoms—most notably, de- 
pression, psychosis, and anxiety—in chemical workers (1) or 
after intentional overdose, little has been written about the 
toxic effects.of “routine” exposure in vulnerable individuals. 
Roueché (2), in a magazine article, reported on a woman 
whose idiosyncratic sensitivity went unrecognized by physi- 
cians, heightening her sense of isolation and despair. We 
present a case report af a patient with a long history of 
recurrent depressions. 


Mr. A, a 64-year-old retired attorney, had been treated 
with a variety of mocd-altering medications with limited 
success, due largely tc: his intolerance of side effects, even 
at low doses. Nevertheless, he had maintained reasonable 
mood control through psychotherapy, stress management, 
and regular exercise. 

Following termite treatment of his house with the orga- 
nophosphate chlorpyrifos, Mr. A noted a foul smell and 
shortly thereafter complained of severe abdominal pains, 
nausea, headaches, difficulty breathing, fatigue, and irrita- 
tion of the eyes, nose, and throat, accompanied by anxiety 
and irritability. These symptoms have continued to plague 
Mr. A for the 2 years since the termite treatment whenever 
he is in his home and for many hours thereafter, and the 
irritation of his mucous membranes over the years has 
been validated by examination. His search for alternative 
lodgings whenever possible has created considerable stress 
but does help relieve the toxic symptoms. 

Anticholinergic antidotes have offered minor relief. He 
is currently taking 2 mg of lorazepam at night to help him 
sleep and has tolerated this medication reasonably well. 
He has met with considerable skepticism about the au- 
thenticity of his symptoms both inside and outside the 
medical profession. 


The symptoms reported by Mr. A are well-documented 
effects of organophosphate intoxication (3). However, they 
have been unusually severe and long-lived in his case. He has 
` shown evidence of sensi-ivity to other environmental chem- 
icals, for example, those emanating from new furniture and 
carpets, as well as to a variety of psychotropic medications. 

Patients with extreme chemical sensitivity such as Mr. A 
offer the following lessons for psychiatrists. 1) We may be in 
the best position to detect and validate symptoms of intox- 
ication from “safe” chemicals that do not appear to affect 
most people. 2) Like the oxygen-sensitive canaries that min- 
ers used to detect dangerously low levels of oxygen, these 
hypersensitive individuais might be signaling to us toxic ef- 
fects experienced by far ‘arger numbers, although to a lesser 
degree. The psychiatrist can act as a sentinel to alert public 
health officials of such cases and dangers. 3) Environmental 
toxins should be considzred as potential triggers of appar- 
ently “idiopathic” exacerbations. Patients who are intolerant 
of psychotropic drugs end other chemicals may be prime 
candidates for such consideration. These patients should be 
encouraged to avoid the harmful chemicals, and in some 
cases antidotes may be evailable, for example, anticholiner- 
gic drugs for organophosphate intoxication. 4) For the re- 
searcher, this abnormal sensitivity raises the question of 
mechanism. It has been hypothesized that patients with de- 
pression are hypersensitive to the effects of acetylcholine (4), 
the very chemical whose breakdown is retarded by organo- 
phosphate pesticides. Such vulnerability to the effects of ace- 
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tylcholine might account for both environmental hypersen- 
sitivity and the endogenous tendency to become depressed. 
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Abuse of Ethyl Chloride 


Sır: I would like to call attention to the emerging use and 
abuse of the volatile gas ethyl chloride, now widely available 
and sold under the names “Ethyl Gaz” and “Ethyl Four 
Star” in the Chicago area. 

Use of ethyl chloride was not included in a major review of 
volatile substance abuse by Ron (1) in 1986. Two case re- 
ports can be found in the literature, one by Nordin et al. (2), 
involving a 52-year-old man employed in the chemicotech- 
nical industry, and one by Hes et al. (3), involving a 26-year- 
old woman. Both case reports documented a complex syn- 
drome with psychological and neurological symptoms after 
daily use of ethyl chloride over many months, with full re- 
covery after a period of abstinence during inpatient hospi- 
talization. 

Use of this substance came to my attention when it was 
among the drugs of choice of a patient of mine who sought 
inpatient treatment for alcohol addiction. This 45-year-old 
homosexual man had previously used amyl nitrite, as well as 
alcohol and marijuana, extensively. He indicated that his use 
of ethyl chloride (purchased in an aerosol canister, sprayed 
on a cloth, and inhaled) had increased as his use of amyl 
nitrite decreased, following published reports implicating 
amyl nitrite as either a cofactor in HIV infection or a direct 
immunosuppressant. 

Given the evidence of both severe toxic effects and with- 
drawal reactions, as described in the aforementioned case 
reports, ethyl chloride abuse may be a complicating factor in 
differential diagnosis in individual cases. It may be useful to 
include questions regarding ethyl chloride abuse when inter- 
viewing individuals who have access to the agent through 
employment (ethyl chloride in spray form is used for treating 
musculotendinous pathology by physical therapists, sports 
trainers, etc.) (4) and those who have previously abused amyl 
nitrite. 
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Injunction to Cover Cost of Clozapine 


Sir: We are writing to call the attention of Journal readers 
to a temporary injunction ordered by U.S. District Judge Earl 
O’Conror to the State of Kansas to cover the cost of cloza- 
pine for a patient of ours who has treatment-resistent schizo- 
phrenia. Judge O’Connor found as a matter of law that the 
patient would suffer irreparable injury unless the injunction 
was issued, that her injury would outweigh whatever damage 
the injunction would cause the defendant (the secretary of 
the Kansas Department of Social and Rehabilitation Serv- 
ices), and that the injunction would not be against the public 
interest. The judge concluded that the defendant’s refusal to 
cover the cost of clozapine was an arbitrary reduction in the 
scope of prescription drug services to otherwise eligible in- 
dividuals solely on the basis of their illness or condition. The 
judge ordered the Department of Social and Rehabilitation 
Services to provide clozapine to the patient and, in addition, 
ordered the department to include clozapine in its formulary 
of drugs covered by the Kansas Medicaid program. While 
this case was not filed as a class action suit, our attorney 
informs us that it will have the same effect as that of a suc- 
cessful class action. 

At this point the Kansas Department of Social and Reha- 
bilitaticn Services is investigating how to implement this pro- 
gram in Kansas. It is possible that it will appeal this decision 
to the Tenth Circuit Court of Appeals. However, it does not 
appear likely that this will be its course of action. In the past 
the department has negotiated a settlement of a case once an 
injunction has been granted. This is the first case that we are 
aware of that mandates Medicaid payments for the drug 
clozapine by a state Medicaid program. The official at Care 
Mark who is responsible for the administration of the cloz- 
apine program for Kansas informs us that currently there are 
49 patients in the program in the state (personal communi- 
cation, Care Mark Co., September 1990). The $9,000 an- 
nual cost of clozapine therapy poses a barrier to wider use of 
the treatment, but it is important for psychiatrists to be 
aware of these legal issues so that they can be knowledgeable 
advocates for the best care available for their patients. 


© DANIEL F. WARD, M.D., PH.D. 
JULIA K. WARNOCK, M.D., PH.D. 
EKKEHARD OTHMER, M.D., PH.D. 
MANUEL P. PARDO, M.D. 

Kansas City, Kan. 


Psychological Damage of Combat 


Sır: This letter is in regard to what I believe is the pre- 
sumption behind our thinking and research into posttrau- 
matic stress disorder (PTSD) arising from military combat. 
The presumption is that a man should be able to fight in a 
combat zone and not experience some type of biopsychoso- 
cial consequence or injury because of it, or that if he does, he 
had some fundamental abnormality before he entered com- 
bat or after he left it. This presumption basically implies that 
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combat between people is sufficiently rormative to be un- 
damaging—or that it should be undamaging. 

I would like to suggest that this is a consequence of the 
Zeitgeist of our times, something that is in the background of 
our culture or the world’s culture. Our current milieu says 
that a part of being male is to fight in a war or to be capable 
of it. And yet I find it hard tc believe that any human being 
is made for trauma, is made to be traumatized, or comes 
through it unscathed. I find it hard to believe that men were 
made for wars. Perhaps the greatest thing that will come 
from PTSD research is that it will help us to rephrase our 
basic assumptions and, finally, to decide that what is truly 
normative for the male is to be a son, a lover, a father, and 
a grandfather, and not a soldier. Perhaps being exposed to 
combat is an equivalent of nuclear winter—that is, the effect 
on the societies engaged in warfare is so damaging to both 
sides that there are no winners, only damage to and ulti- 
mately the destruction of the human members. 


DENNIS H. GRANT, M.D. 
Phoenix. Ariz. 


Ingestion of Sharp Foreign Objects 


Sır: Many varieties of self-injurious behavior have been 
described in the psychiatric literature. In reports of bizarre 
acts such as autocastration or self-enucleation, the victims 
are usually psychotic and their acts are motivated by delu- 
sional ideas and/or hallucinations (1, 2). The more common 
phenomenon of repeated superficial slashing af body parts, 
usually the wrists, is often associated with borderline per- 
sonality disorder (3). The purposeful ingestion of foreign 
objects has rarely been discussed in the psychiatric literature. 
Most reports of ingestion of toreign bodies have been about 
prisoners; less attention has been paid to ingestion of sharp 
objects by nonprison populations (4). 

We examined the cases of six nonprisoners who were ad- 
mitted to an urban public kospital’s medical and surgical 
wards after deliberate ingestion of sharp objects outside of 
the hospital. They were seen by the psychiatric consul-ation 
service during hospitalization. We report on the characteris- 
tics of these patients and their reasons for ingesting these 
objects. 

The six patients ranged in age from 29 to 53 years, with a 
mean age of 32 years. Five of the six patients were male. Half 
of the patients were intoxicated at the time they ingested the 
foreign object; two had abused alcohol and oze had abused 
cocaine, All of these intoxicated patients were subsequently 
diagnosed as having substance dependeace; one of the alco- 
hol-dependent patients was concomitantly diagnosed as hav- 
ing schizophrenia. The diagr.oses of the three patients who 
had not been intoxicated at the time thev ingested the objects 
were schizophrenia, mental retardation, and personality dis- 
order. Five of the six patients had received previous psychi- 
atric treatment, and four had had previous psychiatric hos- 
pitalizations. Four patients had histories of suicide attempts; 
one attempt involved the swallowing o- a foreign body. 

The reasons for object ingestion were as follows. Two 
patients had responded to command hallucinations, two had 
been attempting suicide, one had wanted to harm but not kill 
himself, and one had exhibited regressive behavior in the 
context of mental retardation. Of the two who had re- 
sponded to command hallucinations, one was intoxicated 
and one was not intoxicated; the same was true of the two 
who had attempted suicide. 
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It makes intuitive sense that patients who swallow sharp 
foreign objects have serious psychopathology, possible sui- 
cidal ideation, and past psychiatric hospitalizations. The 
number of patients with substance dependence and intoxi- 
cation at the time of the act is more notable. The threshold 
for committing the swallowing act may be lowered by intox- 
ication; drugs and alcohol appear to be associated with self- 
injury (5). When a patient presents with a history of swal- 
lowing sharp foreign ob‘ects, consideration of a diagnosis of 
substance abuse (and treatment if substance abuse is present) 
seems paramount. 
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Services for the Homeless Mentally Ill 


Sir: Before offering a caveat to the Commentary “Will We 
Save the Homeless Mentally Il?” by H. Richard Lamb, M.D. 
(1), I would like to deliver to him a public encomium for his 
forthright position on the measures needed to deliver services 
to this population. While some might view his advocacy as 
reactionary, it is a sad irony that it might better be conceived 
of as left-wing radicalism! 

I caution against undue emphasis on the homelessness of 
the contemporary Amer:can chronically mentally ill. Before 
they were visible victims of neglect in our communities, they 
were invisible victims of neglect in our state hospitals (2, 3). 
The focus should be on the act of neglect, not on the locus of 
the act. 

How different is it, really, whether the chronically men- 
tally ill eat (on cue) overcooked, starchy lunches in hospital 
cafeterias or eat (ad lib) discards at a neighborhood dump- 
ster; or whether they steep on command on rubber mat- 
tresses in overcrowded hospital wards or sleep at their dis- 
cretion on heating grates along dirty city streets; or whether 
they beg for cigarettes in smoke-filled institution lobbies, 
when allowed to by hospital staff, or panhandle for spare 
change along subway platforms, when permitted to by city 
police? 

Dr. Lamb offered several remedies for the current collec- 
tion of wrongs. His suggestions, such as well-functioning 
case management, comprehensive crisis intervention, and 
outpatient civil commitment should-continue to be tried. 
They should, however, be simultaneously evaluated, refined, 
and reevaluated. Psychiatry has too long a history of doing to 
the chronically mentally ill in the name of doing for the 
chronically mentally ill and, in the process, doing some 
pretty awful things (4). 

The chronically mentally ill have gone from the Publick 


Gaol to the Public Hospital and back again between 1770 
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and 1990. It is less where they are housed (or unhoused) than 
how they are treated that need concern us. The public good 
requires as much. 
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Dr. Lamb Replies 


Str: I fully agree with Dr. Geller that an overriding con- 
cern of mental health professionals should be the neglect in 
all its forms of the chronically mentally ill. I have been writ- 
ing about these various forms of neglect for many years (1— 
3). I also believe that we must explore and attack each form 
of mistreatment of this vulnerable group. In this regard, al- 
lowing chronically and severely mentally ill persons to live 
on the streets, with all the horrors entailed in such an exist- 
ence, seems to me to be the epitome of neglect. And we must 
bear in mind that the great majority of these persons are 
unable, because of their illness, to take action to do some- 
thing about their plight; thus, they depend on us to take 
action for them. 

Most distressing to me is that this situation has been dis- 
cussed and written about for a decade, and yet very little has 
been done about it. For instance, the recommendations of 
APA’s Task Force on the Homeless Mentally Ill (4), had they 
been implemented, would probably have greatly reduced the 
prevalence of homelessness among people with major mental 
illness. Little has been done, however, to implement these 
recommendations since they were published in 1984.’ 

Obviously, I am not recommending returning these per- 
sons to the conditions under which they lived in the back 
wards of the state hospitals of the past. I do believe, however, 
that we need to do something definitive—and soon. We want 
to have comprehensive and coordinated mental health sys- 
tems that will engage the homeless mentally ill and help 
many of them voluntarily accept treatment and suitable liv- 
ing arrangements. But the homeless mentally ill cannot wait 
decades for these systems to be established. Moreover, many 
homeless mentally ill persons will not accept services, even 
with assertive outreach case management. In the meantime, 
if homeless persons with major mental illness are incompe- 
tent with regard to accepting treatment, present a danger to 
themselves or others, and/or are gravely disabled, I believe 
that outreach teams including psychiatrists should bring 
them to hospitals, against their will if need be. 

If, after a relatively brief period of hospitalization, these 
persons can be placed voluntarily in suitable living situations 
with built-in ongoing treatment, then we need to have these 
resources available. I believe that although we should have 
high standards for treatment and supportive housing, we 
cannot in good conscience leave the homeless mentally ill on 
the streets while we wait for such resources to be developed. 
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In the short run we should settle for resources that are ac- 
ceptable, if not ideal. 

It is my belief that the time for endless and fruitless dis- 
cussion is long past, and action is long overdue. 
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H. RICHARD LAMB, M.D. 
Los Angeles, Calif. 


Elderly Patients’ Decisions About Care 


Sir: The letter from Richard M. Berlin, M.D., regarding 
elderly patients who refuse to eat (1) highlights a clinical 
problem of increasing frequency. As a consultant to a psy- 
chogeriatric service, | am regularly asked to see inpatients 
who are refusing to accept food or fluids, but with a view to 
assessing their competence rather than diagnosing any un- 
derlying psychiatric disorder. The majority of these patients 
are in long-term care and are fully investigated. Diagnoses 
are well-established and treatments are usually optimal. The 
service has access to an expert swallowing and meal man- 
agement team consisting of a psychiatrist, dietician, and 
speech-language pathologist who provide an anatomical and 
pathological diagnosis where relevant, complemented by 
esophageal videofluoroscopy. 

The Province of Alberta in 1988 adopted a new mental 
health act that, in common with the majority of such legis- 
lation ir North America, allows competent patients the right 
to refuse treatment. The medical profession is well aware of 
the current public and media focus on passive euthanasia, 
living wills, and physician-assisted suicide, yet the issues fac- 
ing clinicians caring for individuals who are both medically 
debilitated and psychiatrically ill are even more medicole- 
gally complex. The central issue is whether or not the indi- 
vidual has made a conscious decision to die based on a full 
understanding of his or her medical condition. Forced naso- 
gastric tube feeding and intravenous hydration are inevitably 
major considerations in these cases, and the wishes of the 
patient, responsible relatives, and any legally appointed 
guardian have to be taken into account. A refusal to accept 
nourishment that is based on delusional thinking is rare in 
this age group and is relatively easily identified. It is more 
difficult, however, to separate clinical depression with sui- 
cidal ideation from what can be termed “philosophical ter- 
minal resignation.” A strictly legalistic approach that would 
necessitate applications to review panels for involuntary 
treatment orders (as would occur if the patient were refusing 
psychotropic treatment) is ethically unsatisfactory besides 
taking too long. Relatives and guardians usually have well- 
thought-out opinions on these issues, but a conflict can arise 
when the psychiatrist feels that there is a treatable condition 
responsible for a temporary loss of competence but a relative 
refuses to sanction any intrusive measures. 

The gradual aging of psychiatric inpatient populations, 
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which parallels the trend in the community at large, will lead 
to an increase in this type of ethicolegal problem, a situation 
not covered by traditional mental health legislation. It may 
well be that some physically debilitated indivicuals are suf- 
fering needlessly prolonged deaths because their wish to de- 
cline further medical intervention is deemed invalid, since it 
was previously documented that they were incompetent to 
consent to treatment because of psychiatric ill-ess. In order 
to negotiate these potentially complex medicolegal issues, 
clinicians working with chrenically debilitated psychiatri- 
cally ill patients need to develop and standardize guidelines 
for assessing competence to refuse medical interventions that 
take into account the accepted ethical and moral values of 
their local community, the mental healta laws of their par- 
ticular state or province, and the expressed wishes of the 
patient or guardian. 
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T.J. HOLDEN, M.B., CH.B. 
Ponoka. Alta., Canada 


Dr. Berlin Replies 


Str: I appreciate Dr. Holdes thoughtful letter, which fo- 
cuses on the issue of competency in elderly patients who are 
debilitated and refuse to eat. Consultation-liaison psychia- 
trists are often asked to evaluate elcerly patients for compe- 
tency (1). Most patients who are considered incompetent 
after psychiatric consultation are diagnosed as having an or- 
ganic mental disorder, usually delirium or dementia (2). A 
number of excellent communications provide guidelines for 
assessing competency (3), emphasizing legal principles, the 
importance of conducting a thorough clinical examination, 
risk-benefit issues, communication with the referring physi- 
cian and nursing staff, and the requirements of the consult- 
ant’s written note. In our hospital, we have developed a fam- 
ily-oriented approach that emphasizes active, direct family 
involvement in every competency evaluation (4). 

While a majority of Dr. Holden’s patients have been thor- 
oughly examined, a recent report (5) suggests that psychia- 
trists assessing patients’ competence may overlook the need 
for psychiatric interventions, especially suppaztive psycho- 
therapy and family involvement. J believe, as Dr. Holden 
suggests, that consultation-liaison psychiatrists should aid in 
developing standards to assess competency. In addition, 
when asked to evaluate patients for competency, we must 
not overlook our role as clinicians skilled in providing psy- 
chiatric treatment for patients and their families. 
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RICHARD M. BERLIN, M.D. 
Pittsfield, Mass. 


Anxiety Disorders in Familial Parkinsonism 


Sır: We congratulate Murray B. Stein, M.D., F.R.C.P.(C), 
and associates on their article on anxiety disorders in Par- 
kinson’s disease (1). We previously presented results of a 
similar study of 28 patients with familial parkinsonism. We 
summarized some of those findings in a brief published ab- 
stract (2), and we report others here. 

We found lifetime prevalences for the following DSM-III 
anxiety disorders: generalized anxiety disorder, 5.3%; panic 
disorder, 7.9%; social phobia, 5.3%; agoraphobia, 15.8%; 
simple phobia, 34.2%; and obsessive-compulsive disorder, 
13.2%. Thus, the prevalence of generalized anxiety disorder 
was similar to that in Dr. Stein and associates’ study, while 
cur study found less panic disorder and social phobia and 
more obsessive-compulsive disorder. We found a similar 
number of patients with embarrassment about their parkin- 
sonism (five in our study). We also found that the psychiatric 
disorders preceded and followed, respectively, the onset of 
parkinsonism in the 28 subjects as follows: panic disorder, 
three and one; social pkobia, 12 and zero; agoraphobia, six 
and four; simple phobia, 13 and two; and obsessive-compul- 
sive disorder, five and two. Thus, in our sample only agora- 
phobia and obsessive-compulsive disorder seemed to begin 
after the onset of familial parkinsonism. 

We also found 14 cases of atypical anxiety disorder (panic- 
attack-like phenomena) that did not quite meet the criteria 
for panic disorder. Eight preceded and six followed the onset 
of parkinsonism. Several true cases of panic disorder under- 
went a modification of their course after the onset of the 
“freezing” phenomenor. of parkinsonism. We found no re- 
lation to the “on-off” phenomenon, in accord with the find- 
ings of Dr. Stein and cclleagues. 

Differences between the results of our study and those of 
Dr. Stein and associates might be accounted for by more 
widespread neuropathology in familial parkinsonism than in 
idiopathic Parkinson’s disease. It is possible that greater in- 
volvement of the raphe nuclei, nigroventro tegmentum, and 
locus ceruleus account for more obsessive-compulsive disor- 
der, agoraphobia, and atypical anxiety in patients with fa- 
milial parkinsonism, although this remains to be proven. 

Dr. Stein and colleagues cited improvement of anxiety 
disorders with benzodiezepines. We would add the caution 
that benzodiazepines can, at times, worsen parkinsonian 
symptoms. 
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Addition of Fluoxetine to Treatment of Schizophrenic 
Patients 


Str: Donald C. Goff, M.D., and associates reported on a 
pilot study in which the selective serotonin (5-HT) reuptake 
blocker fluoxetine was added to the neuroleptic treatment of 
chronic symptomatic schizophrenic and schizoaffective pa- 
tients (1). Nine of 14 treatment-resistant schizophrenic pa- 
tients completed a 6-week open trial of 20 mg of fluoxetine 
added to their neuroleptics. Five patients dropped out be- 
cause of side effects. The nine completers showed statistically 
significant decreases not only in depression as measured by 
the Hamilton Rating Scale for Depression but also in positive 
and negative symptoms of schizophrenia as measured by the 
total Brief Psychiatric Rating Scale (BPRS), the Scale for the 
Assessment of Negative Symptoms, and the Global Assess- 
ment Scale. Decreases were noted on the BPRS items for 
suspiciousness, hallucinatory behavior, conceptual disorga- 
nization, and unusual thought content. Four of the nine pa- 
tients were rated by their primary clinicians at week 6 as 
moderately or much improved. The authors contrasted their 
findings to those of a study in which imipramine was added 
to neuroleptics in schizophrenic patients with major or mi- 
nor depression (2). In that study, depressive symptoms im- 
proved, but positive and negative symptoms of schizophrenia 
did not improve. 

Dr. Goff and associates discussed possible mechanisms for 
improvement in schizophrenic symptoms with fluoxetine. 
They suggested that in some neuroleptic-resistant schizo- 
phrenic patients, fluoxetine may correct a presumed abnor- 
mality in 5-HT regulation. Also, fluoxetine may act indi- 
rectly in responders by regulating dopaminergic activity; i.e., 
serotonergic pathways exhibit complex interactions with 
dopaminergic systems, including inhibitory regulation of ac- 
tivity of forebrain dopamine-containing areas (3). The au- 
thors also noted the complexity of multiple types of 5-HT 
receptors and difficulty in predicting the effects an agonist or 
antagonist might produce. Hypothetical subtypes of chronic 
neuroleptic-resistant schizophrenia have been proposed to 
reconcile the confusing literature on serotonin and schizo- 
phrenia (4). 

In clinical open trials, we added fluoxetine, 20 mg/day, to 
the neuroleptic and other medications taken by 21 coopera- 
tive, chronic, treatment-resistant schizophrenic or schizo- 
affective male outpatients diagnosed according to DSM- 
III-R. These were patients we had followed regularly over 
many years who returned for reevaluations at monthly in- 
tervals. Most had mixtures of positive and negative symp- 
toms, and some appeared depressed and anergic despite ad- 
junctive medications that included lithium and tricyclics. We 
found mild to moderate improvements in energy, anxiety, 
and mood in 11 of the 21 patients after fluoxetine was 
added. Only three of these patients reported hearing voices 
less frequently, two mildly and one markedly. In two re- 
sponders the dose of neuroleptic was reduced. Of the 10 
other patients, three reported considerably more paranoia 
and hearing of voices, and one of these patients showed 
increased tardive dyskinesia; fluoxetine was rapidly discon- 
tinued. Three others quickly discontinued fluoxetine because 
of headaches, gastrointestinal cramps, or vomiting. The 
other four patients noted no improvement in mood or other 
symptoms after a month with added fluoxetine, so it was 
discontinued. 

In view of these results, we suggest guarded optimism in 
the use of fluoxetine in treatment-resistant schizophrenic or 
schizoaffective patients, as we found that even some patients 
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whose illness had depressive features became considerably 
worse. Nevertheless, the positive responses, mostly in mood 
and energy, in over half the patients were significant. We 
agree with Dr. Goff and associates that controlled double- 
blind studies are indicated. 
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NORMAN M. BACHER, M.D. 
PAUL RUSKIN, M.D. 
Baltimore, Md. 


Dr. Goff and Associates Reply 


Sir: We were interested to learn of the experience of Drs. 
Bacher and Ruskin suggesting that addition of fluoxetine to 
neuroleptics may improve energy and mood in some schizo- 
phrenic patients. This finding is consistent with the hypoth- 
esis which we undertook to test in our open pilot study—that 
fluoxetine would improve negative symptoms of schizophre- 
nia. In addition to improvements in mood and negative 
symptoms, we were surprised to find impressive improve- 
ment in positive symptoms in four of the nine patients who 
completed our 6-week trial; however, we note that Drs. 
Bacher and Ruskin observed such an effect in only one of 18 
completers. We are currently conducting a double-blind trial 
to clarify this issue. 

The worsening of psychosis and of tardive dyskinesia re- 
ported by Drs. Bacher and Ruskin is obviously of serious 
concern. We have not observed either of these effects in the 
30 patients whom we have studied in open trials, but other 
clinicians have described to us cases in which agitation wors- 
ened after addition of fluoxetine to a neuroleptic. In a sepa- 
rate trial, we observed a minimal effect of fluoxetine on 
extrapyramidal symptoms despite a modest increase in hal- 
operidol blood levels (unpublished data). Lipinski et al. (1) 
described akathisia associated with fluoxetine administered 
as a single agent, and others have observed worsening of 
extrapyramidal symptoms after addition of fluoxetine to 
neuroleptics (2). 

We agree with Drs. Bacher and Ruskin that combined 
treatment with fluoxetine and neuroleptics holds clinical and 
theoretical interest; however, double-blind trials are needed 
to establish clinical benefit as well as to assess the risk of 
adverse effects. As Drs. Bacher and Ruskin point out, it may 
be a subgroup of treatment-resistant psychotic patients who 
benefit from this combination. 
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EDWARD T. AMICO, B.S. 
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Organic Mental Disorders Caused by HIV 


Sır: In a review of organic mental disorders caused by 
HIV, Samuel W. Perry, M.D. (1) presented a summary of 20 
studies on early neuropsychological impairment in adults at 
risk for AIDS. Results of these studies were mixed; 10 groups 
reported neuropsychological impairment in patients with 
stage IJ or stage III HIV infection, wherzas 10 other groups 
found no impairment. It is important to note that intrave- 
nous drug abusers were represented ir. only five of these 
studies—three had “mixed” subjects and two had exclusively 
intravenous drug abusers. 

In a recently completed study of drug abusers who partic- 
ipated in an outpatient treatment research program (unpub- 
lished 1990 paper), my colleagues and I matched 22 HIV- 
antibody-positive (Centers fo: Disease Control stage H HIV 
infection) cocaine addicts to 22 HIV-antibody-negative co- 
caine addicts. We compared retention in treatment and 
mood states over the 12-week treatment course. At intake, 
when we and the subjects were blind to their HIV antibody 
status, we evaluated subjects using the Cognitive Capacity 
Screening Examination (2), the SCL-90-R (3), and the Ship- 
ley Institute of Living Scale (4). We found no significant 
differences between the groups in socicdemographics, psy- 
chiatric symptom scores, or intellectual functioning and cog- 
nitive impairment. We followed subjects’ mcod after they 
were informed of their HIV antibody status and over the 
12-week treatment study and found no significant differences 
between groups in suicidal ideation or mood states except for 
“anger/hostility.” There was a statistical trend for more se- 
ropositive subjects to complete treatment. 

Although our study would fall in Dr. Perry’s category of 
studies with the least extensive neuropsychiatric batteries, it 
does offer data regarding the cognitive and intellectual func- 
tioning of HIV-infected drug addicts. More important, re- 
sults of our study suggest that informing drug abusers in 
treatment about their seropositive HIV status was not asso- 
ciated with a lower treatment-retention rate or adverse psy- 
chological reactions when ccunseling regarding HIV issues 
was integrated with drug abuse treatment. 
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WILLIAM W. WEDDINGTON, M.D. 
Chicago, Ill. 


Dir, Perry Replies 


Str: Few systematic studies of drug users have examined 
psychological responses to HIV testing (1) or compared neu- 
ropsychological impairment in those who are and are not 
infected (2). Dr. Weddington and his colleagues are therefore 
to be commended for their efforts; however, the brief sum- 
mary of their study dces not help answer many relevant 
questions. 

Regarding the emotional impact of being notified about 
serological status, one wonders how the seropositive cocaine 
addicts became infected; whether they were equivalent to the 
seronegative addicts at entry in terms of psychiatric diagno- 
sis, psychological status, current and past drug use, and HIV 
risk behaviors; whether the sample size was large enough at 
follow-up to detect psychological differences; whether the 
SCL-90-R alone is sensitive and specific to AIDS-related dis- 
tress; whether relapse into drug taking was associated with 
notification; and whether the subjects were followed long 
enough for the findings to be clinically meaningful, consid- 
ering the length of time the seropositive subjects will live 
with the knowledge of having a fatal illness. 

‘Regarding the absence of differences in neuropsychologi- 
cal impairment between seropositive and seronegative pa- 
tients, the Cognitive Capacity Screening Examination is not 
sensitive to subtle cortical, and especially subcortical, deficits 
among CDC stage II patients (2). 
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SAMUEL W. PERRY, M.D. 
~ New York, N.Y. 


Lithium Treatment of Cocaine Addiction 


Sie: In their article on lithium treatment for cocaine abus- 
ers (1), Edward V. Nunes, M.D., and associates reported 
listle if any benefit from lithium, and this has been my expe- 
rience. Theoretically, lithium should help moderate the 
mood swings so characteristic of cocaine addiction and re- 
covery. Cocaine abuse has long been associated with affec- 
tive disorders, especially depression, cyclothymia, and bipo- 
lar disorders (2). It is not clear, however, whether these are 
caused.by or are the result of cocaine abuse. Recently, it has 
become evident that cacaine patients become addicted as 
much by pursuing euphoria as by self-medicating for dys- 
phoria. In cyclothymic addicts, cocaine is used more during 
the hypomanic phase than during depression (3, 4). 

An investigation of 292 primary cocaine addicts, treated at 
a hospital, showed that 22% had abused cocaine while seek- 
irg relief from preaddictive dysphoria or depression, and 
13% had become addicted while seeking to enhance the eu- 
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phoria that they had always enjoyed because of a hypomanic 
personality trait (5). The majority (63%) of these 292 pa- 
tients had always thought of themselves as normal, with no 
significant emotional or adjustment problems before their 
addiction. 

If patients are in a dysphoria phase of recovery, lithium 
may make them feel worse by further “slowing them down.” 
If they are in an “up” mood of excitement over feeling good 
about themselves and their recovering, they may not want 
these feelings blunted by lithium. It is conceivable that lith- 
ium may even be contraindicated in some patients being 
treated for cocaine addiction. Several such patients have told 
me that they stopped taking lithium because it had dulled 
and taken the edge off the zest, enthusiasm, and feeling of joy 
about recovering. 
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FREDERICK LEMERE, M.D. 
Seattle; Wash. 


Dr. Nunes Replies 


Sır: We are very interested to learn that Dr. Lemere shares 
our disappointing experience with lithium in bipolar spec- 
trum cocaine abusers. We would only caution that a hy- 
pomanic or cyclothymic presentation should alert the clini- 
cian to inquire carefully about past history or family history 
of full-blown mania. True bipolar I disorder, although rela- 
tively rare in cocaine abusers (1-3), would still be a strong 
indication for lithium therapy as an adjunct to drug rehabil- 
itation treatment. 

Dr. Lemere’s finding that a substantial minority of his co- 
caine-abusing patients suffered some form of mood distur- 
bance further highlights the possible importance of affective 
disorder in cocaine abuse. However, the differential diagno- 
sis of these mood disturbances remains broad, and the ques- 
tion of the relation between substance abuse and comorbid 
syndromes is complex (4, 5). 

The hypomanic pattern could represent cocaine-induced 
mood swings—i.e., organic affective disorder—or one of sev- 
eral independent disorders, including borderline or histri- 
onic character disorder with prominent mood swings, atyp- 
ical depression with marked mood reactivity (elevated mood 
in response to positive events), cyclothymic disorder, or 
bipolar II disorder. The substantial problem posed for clin- 
ical practice and research is to distinguish these diagnostic 
alternatives in cocaine abusers and delineate the treatment 
implications. 

The dysphorias observed by Dr. Lemere were “preaddic- 
tive,” presumably meaning that their onset was reported to 
have occurred before the onset of substance abuse. This is 


Am J Psychiatry 148:2, February 1991 


important information and suggests an independent disorder 
rather than the organic alternative, but it is by no means 
confirmatory. The historical recall may not have been accu- 
rate. Further, the fact that a mood disturbance predated sub- 
stance abuse does not prove it was the same as the current 
mood disturbance. A variety of clinical data need to be con- 
sidered, including mood during past periods of abstinence or 
recovery, mood after a current course of detoxification, re- 
lation of mood to episodes of relapse, family history, and, 
finally, results of therapeutic trials. 
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EDWARD V. NUNES, M.D. 
New York, N.Y. 


Role of Cholecystokinin in Irritable Bowel Syndrome 


Str: Edward A. Walker, M.D., and associates (1) reviewed 
the evidence for psychiatric symptoms in patients with irri- 
table bowel syndrome and offered a pathophysiological 
model for this syndrome. They postulated that some brain- 
gut peptides might play a neurobiological role in the syn- 
drome and that the CNS link between psychiatric disorders 
and irritable bowel syndrome might be the locus ceruleus. As 
they briefly mentioned, cholecystokinin may be one of the 
peptides that could account for the psychiatric symptoms 
reported by patients with irritable bowel syndrome. 

We have reported that cholecystokinin tetrapeptide in- 
duces panic attacks at a higher rate in patients with panic 
disorder than in healthy volunteers (2). Patients reported that 
the panic attacks induced with cholecystokinin tetrapeptide 
were very similar or identical to their natural panic attacks 
(3). Cholecystokinin might also account for the gastrointes- 
tinal symptoms that often accompany panic disorder. At 
least 60% of a total of 45 patients in whom panic has been 
induced so far have reported nausea or gastrointestinal dis- 
comfort during the induction. These patients have also ex- 
perienced these same symptoms during spontaneous panic 
attacks. 

The neuroanatomical link proposed by Dr. Walker and 
associates is also consistent with an involvement of chole- 
cystokinin. This peptide is present in the neocortex, in the 
limbic system, in hindbrain structures such as the periaque- 
ductal gray, the nucleus raphis dorsalis, and the area pos- 
trema, and in the nucleus tractus solitarii (4), which is pos- 
tulated by these authors to serve as a relay to the locus 
ceruleus. 

Benzodiazepines have shown efficacy in anxiety disorders 
and, as mentioned by the authors, possibly in irritable bowel 
syndrome. Benzodiazepine receptor agonists antagonize 
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cholecystokinin-induced excitation of limbic neurons (5) and 
can also antagonize the gastrointestinal effects of cholecys- 
tokinin (6). 

Provocation studies with cholecystokinin in patients with 
irritable bowel syndrome, similar to the ones conducted in 
patients with anxiety disorders, might elucidate the role of 
this peptide in the gastrointestinal and psychiatric symptoms 
of the syndrome. We suggest the use of the tetrapeptide form 
of cholecystokinin rather than larger forms, which have been 
used in gastrointestinal studies but which have not been 
shown to induce anxiety symptoms. Therapeutic trials with 
cholecystokinin antagonists might also help elucidate the 
role of cholecystokinin in both anxiety disorders and irrita- 
ble bowel syndrome. 
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JACQUES BRADWEJN, M.D. 
DIANA KOSZYCKI, M.A. 
RICHARD PAYEUR, M.D. 
Montreal, Que., Canada 


Sır: In the helpful review by Dr. Walker and associates, we 
were concerned about one thing: the implicazion that psy- 
chological factors are useful in the diagnosis of irr-table 
bowel syndrome. We agree that psychological factors are 
associated with the syndrome but disagree that they assist the 
clinician in distinguishing it from the organic diseases that 
may present similarly. 

We recently studied this question prospectively in 97 new 
patients presenting with abdominal pain, altered bowel hab- 
its, or both (1). Our report was published after the paper by 
Dr. Walker and his colleagues was accepted, and therefore it 
would not have been available to tłem. All patients under- 
went full evaluation by gastroenterologists in an outpatient 
setting and were followed for 9 months. We predicted that 
six psychosocial measures representing the psychological 
changes associated with irritable bowel syndrome (anxiety, 
depression, stress, lack of social support, somatization, and 
abnormal illness behavior) would distinguish the patients 
with this syndrome from those with organic diseases. Irrita- 
ble bowel syndrome was defined as the absence, at the con- 
clusion of the 9-month study, of an organic disease that 
could explain the patient’s complaints at the time he cr she 
entered the study; the determination was made by independ- 
ent raters. Approximately two-thirds of the study group had 
irritable bowel syndrome, and one-third had various organic 
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diseases. None of the psychosocial predictors distinguished 
the patients with irritable bowel syndrome from those with 
organic diseases; the power of the statistics was satisfactory. 
Further analysis revealed that the patients with organic dis- 
eases as well as those with irritable bowel syndrome had 
significantly more psychosocial abnormality than is reported 
for normal subjects. The study thus corroborated the strong 
association of psychological factors in patients with irritable 
bowel syndrome, but in demonstrating similarly high scores 
for patients with organic diseases, it showed that psycholog- 
ical factors are of little diagnostic value. The study highlights 
the importance of psychosocial factors as determinants of 
health-care seeking, whether this is due to irritable bowel 
syndrome or organic disease. Moreover, it demonstrates 
what the biopsychosocial model (2) tells us—that psychoso- 
cial factors are present in most medical patients, whether 
they have organic or nonorganic disease. The findings of our 
study should not raise questions about the fundamental im- 
portance of psychosocial factors in treatment, understanding 
the patient, and establishing a therapeutic relationship. 
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ROBERT C. SMITH, M.D. 
DAVID S. GREENBAUM, M.D. 
Lansing, Mich. 


Dr. Walker and Associates Reply 


Sır: We appreciate the observations of Dr. Bradwejn and 
associates on the effect of cholecystokinin on the production 
of gastrointestinal symptoms during panic attacks. Their ob- 
servations were unavailable to us at the time of our review; 
however, the findings cffer an exciting research opportunity 
in the provocative testing of the enteric nervous system. De- 
spite recent advances in establishing diagnostic criteria, irri- 
table bowel syndrome remains a diagnosis of exclusion. This 
increases the likelihood that this syndrome could be a heter- 
ogeneous group of disorders, and provocative tests such as 
this may assist in the proper subdivision of irritable bowel 
syndrome into more specifically defined motility disorders. 
The observations of Dr. Bradwejn and associates illuminate 
what may become a fascinating future direction for research 
on irritable bowel syndrome. 

We agree with Drs. Smith and Greenbaum that psycho- 
logical factors are not useful in discriminating irritable bowel 
syndrome from other gastrointestinal disease. After a careful 
review of our article, we were unable to find any statements 
that appeared to imply that they would be helpful in differ- 
ential diagnosis. We also cited a number of studies that agree 
with the observation by Drs. Smith and Greenbaum that 
health-care-seeking behavior is an important determinant in 
the development and maintenance of irritable bowel syn- 
drome. The work of Drossman and associates (1, 2) has 
shown that patients wi-a irritable bowel syndrome are more 
likely to complain of nongastrointestinal symptoms and have 
higher rates of physician utilization than patients without 
irritable bowel syndrome. These patients also have a higher 
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proportion of abnormal personality patterns, more illness 
behavior, less coping capability, and more experience of 
symptoms causing disability than people who have these gas- 
troenterologic symptoms but do not visit physicians. Thus, 
although the psychological factors may not assist in diagno- 
sis, they appear to play an important role in the treatment of 
patients with irritable bowel syndrome. 

We recently completed a study comparing 28 patients with 
irritable bowel syndrome and 19 patients with inflammatory 
bowel disease (3). Like Drs. Smith and Greenbaum, we 
found no significant differences between the groups on s2v- 
eral self-report measures, such as the Beck Depression Inven- 
tory, the Spielberger State-Trait Anxiety Scale, the Modified 
Somatic Perception Scale, and the SCL-90. However, strac- 
tured psychiatric interviews with the Diagnostic Interview 
Schedule showed highly significant differences in lifetime his- 
tory of major depression, panic disorder, and somatization 
disorder, as well as a number of medically unexplained 50- 
matic symptoms involving many organ systems. This sug- 
gests that although patients with irritable bowel syndrome 
and those with other organic diseases may be distressed at 
the time symptoms appear, the patients with irritable bowel 
syndrome may possess an additional chronic disability. that is 
periodically expressed through psychiatric disorder. Thus, 
information about the longitudinal course of illness and cop- 
ing may be important, while cross-sectional self-report meas- 
ures alone may be inadequate to distinguish between the two 
kinds of disorders. 

Regardless of these differences, Drs. Smith and Grezn- 
baum have reminded us of the value of biopsychosocial eval- 
uation in all medical diseases and the importance of compre- 
hensive treatment planning. 
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EDWARD A. WALKER, M.D. 
PETER P. ROY-BYRNE, M.D. 
WAYNE J. KATON, M.D. 
Seattle, Wash. 


Managed Care and Psychiatry 


Str: As Lloyd I. Sederer, M.D., and R. Lawrence St. Clair, 
M.D., noted in their very interesting article (1), it is beyond 
doubt that the exploding costs of the fee-for-service, unreg- 
ulated health system in the United States demand new idzas 
and decisions. However, it is questionable whether managed 
care can provide a functioning alternative. 

Organizations that, for a flat fee, provide through their 
own hospitals and doctors (or outsiders with whom they 
contract) all the care a customer needs may probably be the 
newest trend in the United States. In Europe they have, how- 
ever, a not-so-glorious tradition. For example, 1) in Great 
Britain the National Health Service has produced since 1948 
months-long waiting lists and runaway costs; 2) in Greece 
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the Institution for Social Security, compulsorily subscribed to 
by most employees, ran a $1.62 billion deficit in 1989. The 
folk wisdom that doctors’ motivation has a materialistic ba- 
sis also leads patients to prefer the additional financial bur- 
den of a fee-for-service treatment in the free market to a 
compulsorily prepaid but poor-quality one. 

Even :n the United States, managed care has not proved 
the simple route to lower costs that its advocates hoped for. 
Financial experts estimate (2) that after an initial saving, the 
costs of these schemes have risen as fast as those of their 
unmanaged rivals. What, really, is the Massachusetts expe- 
rience with costs? 

Nevertheless, managed care in psychiatry poses quite se- 
rious ethical questions. As Drs. Sederer and St. Clair right- 
fully stated, “Physicians have found that their fiduciary re- 
lationship . . . with patients has been increasingly eclipsed by 
a contractual relationship with corporations.” Furthermore, 
what about the primary need of the mentally ill to freely 
choose a therapist in whom they can put trust and confi- 
dence? In the case of a dysfunctioning doctor-patient rela- 
tionship, is a change of therapist an inflationary act? Can the 
bureaucratic machinery of a “‘second opinion service” realize 
and appraise the quality of the therapeutic encounter? Is not 
the customer the ultimate judge? 

Freedom of choice is not contradictory to efficiency. In 
West Germany the almost ubiquitous compulsory health in- 
surance does not restrict the right to free choice of a doctor. 
Annual -eimbursements by the private insurers to cost-con- 
scious patients provide them with financial incentives to re- 
frain from overutilization of services. 

We think that in the search for financially and morally 
acceptakle alternatives in health care costs, American medi- 
cine should not neglect the experience of its counterparts in 


the Old World. 
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D. VARTZOPOULOS, M.D. 
I. VARTZOPOULOS, M.D. 
Thessaloniki, Greece 


Drs. Sederer and St. Clair Reply 


Sir: We thank the Drs. Vartzopoulos for their thoughtful 
comments. The New World certainly has no monopoly on 
wisdom regarding health care. We will need to look to Can- 
ada, to the Old World, and to Asia for ideas and models on 
how to integrate access, quality, choice, and value. 

Our article endeavored to identify the social forces com- 
pelling the managed care movement, to acknowledge its con- 
tributions, and to emphasize its potential problems. Among 
the “solutions” to those problems are a variety of regulatory 
and consultation (second opinion) services that we also out- 
lined, not without concern for the additional problems that 
derive from regulation. Our aim was not to prescribe these 
solutions but to offer a set of options that clinicians, patients, 
and families might use in defending themselves against those 
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managed care practices that are unfair and frankly deleteri- 
ous to the health and welfare of patients. 


LLOYD I. SEDERER, M.D. 
R. LAWRENCE ST. CLAIR, M.D. 
Belmont, Mass. 


Nutritional Treatment of Tardive Dyskinesia 


Sir: The confirmation by Ahmed M. Elkashef, M.B.B.Ch., 
and associates (1) of Lohr et al.’s demonstration of vitamin 
E’s efficacy in reducing tardive dyskinesia (2) was very wel- 
come. Any time a treatment advance can be made by using 
nutrients only, it should be very good news and should be 
pounced upon by psychiatrists and other physicians, as the 
benefits are not limited to the target symptoms only, and 
deleterious effects can be eliminated by keeping plasma levels 
within the normal range. 

So often, though, for some reason, nutritional research 
reports are not taken advantage of and applied in everyday 
practice and mainstream thinking about psychiatry. For ex- 
ample, Dr. Elkashef and associates used a 1982 book as a 
reference for their contention that, until the work immedi- 
ately prior to their own on a-tocopherol, there was no useful 
treatment for tardive dyskinesia. However, numerous re- 
search reports throughout the 1960s and 1970s culminated 
in several investigators’ 1975-1979 discoveries of the effects 
of lecithin in reducing tardive dyskinesia, well summarized in 
another 1982 book (3). Quite separately, others found dim- 
inution of tardive dyskinesia with use of vitamin B, (4) and 
manganese and (to a lesser extent) niacin (5). I cannot ref- 
erence all the lecithin research because I am limited in the 
number of references I can use in a letter, but the researchers 
included K.L. Davis, P.A. Berger, L.E. Hollister, J.M. Davis, 
A. Barbeau, A.J. Gelenberg, J.C. Doller-Wojcik, the Bran- 
cheys, I.V. Jackson, and many others. 

The beneficial effect of paying attention to al! these rutri- 
tional parameters, in addition to the many others that are 
focused on in a nutritionally oriented practice, is that there is 
apparently little or no tardive dyskinesia in hospitals that use 
orthomolecular/megavitamin therapies (4), and I can attest 
to the absence of this dreaded chronic side effect of neuro- 
leptics in my own nutritionally oriented psychiatric practice. 
Even if many of the claims of the orthomolecular/megavita- 
min psychiatrists and physicians have, quite correctly, been 
discarded, there are many that deserve more attention. This 
one seems to me to be prime among these claims. 
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Mechanism for Effect of Benztropine on Bed-Wetting - 


Sir: In response to the letter from Jerome F. Costa, M.D., 
and associates on controlling bed-wetting with benztropine 
(1), it seems that several pertinent clinical and biochemical 
facts need to be clarified. This report of benztropine’s efficacy 
in controlling urinary ircontinence actually was further sup- 
port of a previously proposed hypothesis regarding urinary 
incontinence secondary to neuroleptics. Initially, it was clin- 
ically noted that urinary incontinence is a central parkinson- 
ian side effect of neuroleptics which has been reported sys- 
tematically with various’ classes of neuroleptic agents (2). 
Furthermore, it was noted that the antienuretic effect of tri- 
cyclics is clearly not secondary to their intrinsic anticholin- 
ergic, a-adrenergic, antidepressant, or sleep-stage effects (3). 
Especially regarding benztropine’s anticholinergic activity, it 
is known that pure anti: cholinergic agents are not effective in 
treating enuresis in children (4). 

A proposed alternative hypcethesis was that antienuretic 
agents may be effective because they alter, in particular, bal- 
ances of dopamine and norepinephrine (3). In partial support 
of this position is the fect that amantadine hydrochloride, a 
dopamine agonist and dopamine-releasing agent, effectively 
reduced enuresis in children by 41% (5). 

It should be noted that benztropine, in addition to being a 
potent anticholinergic agent, is one of the most potent agents 
in blocking dopamine reuptake (6). It therefore seems a likely 
alternative hypothesis that the antienuretic benefit of benz- 
tropine is due to its effect on this neurotransmitter system. 
Clearly, well-designed studies of the efficacy of a varied spec- 
trum of dopamine uptake blockers in enuresis are important 
in order to further uncerstand the pathophysiology of this 
illness and to clarify more specifically central neurological 
control over peripheral activities. 
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PAUL J. AMBROSINI, M.D. 
Philadelphia, Pa. 


Use of “Syntonic” to Describe a Factor Common to 
Several Disorders 


Sir: James I. Hudson, M.D., and Harrison G. Pope, Jr., 
M.D., in their important paper on affective spectrum disor- 
der (1), identified a group of psychiatric disorders whose 
kinship is demonstrated by a similarity of response to anti- 
depressant medication. In referring to the factor that these 
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disorders apparently have in common, they used the scien- 
tifically correct term “common physiologic abnormality.” 

Eugen Bleuler’s term “syntonic” (2) would be an appro- 
priate descriptive term for this hypothesized common phys- 
iologic abnormality. Syntonic, which was originally a musi- 
cal term, means being in harmony, as when one musical 
instrument is in tune with another. Bleuler apparently saw 
this as a companion and contrasting term to the other word 
he introduced, namely, “schizophrenia.” He was considering 
the observation that, in certain cases of advanced schizophre- 
nia, there is a discrepancy between the content of thought 
and the mood, whereas in depression the content of thought 
is in harmony with the mood. Although Bleuler was consid- 
ering only major depressions in this regard, the term “‘syn- 
tonic” might also apply to the other disorders identified by 
Drs. Hudson and Pope. 
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JOHN ALDEN, M.D. 
. San Francisco, Calif. 


Issues Related to Cults and Zealous Self-Help Movements 


Sir: The article “Cults and Zealous Self-Help Movements: 
A Psychiatric Perspective” by Marc Galanter, M.D. (1) cov- 
ered the subject well but, in my opinion, lacked depth in 
certain areas, The first issue is that of dual diagnoses—and 
which is the primary diagnosis. Who decides? Alcoholics 
Anonymous (AA) for the alcoholic, the physician (alcohol- 
ism has been declared a disease), or the alcohol counselor? 
Second, does membership in a cult suggest dependency, zeal- 
ousness, and addiction or a disease? Who decides? Third, 
how much does the professional person “turn over” to the 
amateur psychiatrist, the amateur psychologist, the amateur 
theologian, or the amateur group leader? Does training mat- 
ter—or only (or mainly) the individual recovering from al- 
coholism or the person needing religion? Fourth, does the 
concept of disease have any limits? Does addiction? Is there 
a disease of religion? 

I believe these troubling areas require adequate attention. 
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EDWARD M. SCOTT, PH.D. 
Portland, Ore. 


Sir: In his otherwise uniquely interesting and informative 
article on cults and self-help movements, Dr. Galanter was 
overly parsimonious in covering the literature that has rele- 
vance to group psychology. To begin with, his definition of 
group cohesiveness, coined in 1960, has since then become 
the subject of much criticism in social psychology. In fact, 
Kaul and Bednar (1) concluded that “cohesion and cohesive- 
ness have been a spectacular embarrassment in group theory 
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and research. Over 30 years of effort has not enabled us to 
achieve an acceptable definition of terms.” 

I found it also especially regrettable that the extensive lit- 
erature on psychoanalytic group psychology, which deals 
with the covert, emotional factors underlying such phenom- 
ena as cohesiveness, was not mentioned at all. There is, for 
example, a directly applicable recent contribution by Balter 
on charismatic groups (2). This is in addition to the earlier 
writings of such people as Freud, Redl, and Bion, which have 
been reviewed by Kernberg (3). 
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SAUL SCHEIDLINGER, PH.D. 
The Bronx, N.Y. 


Dr. Galanter Replies 


Sir: Dr. Scott raises additional issues regarding the psy- 
chology of cults and zealous self-help movements, and these 
merit attention. Certain of these groups, AA included, clearly 
have a constructive role to play in relation to mental health 
needs, and because of this, it is important to delineate the 
optimal relationship between the nonprofessional (such as 
the AA member or the alcohol counselor) and the profes- 
sional (such as the psychiatrist). Little research has been done 
in this regard and, certainly, more systematic attention needs 
to be paid to the issue. 

It is both challenging and difficult to differentiate between 
individual psychopathology and socially grounded deviancy 
generated in zealous groups. In general, deviancy—whether 
behavioral, perceptual, or cognitive—should be assessed in 
relation to its compatibility with the norms of the group. If it 
is not compatible with the norms of the group, then the 
individual may well be evidencing primary psychopathology 
rather than deviancy promoted by the group. Certain classic 
signs of mental illness, such as thought disorder, may also be 
revealing and may well persist after the individual leaves the 
group. Deviancy predating the encounter with the group sug- 
gests preexisting pathology. 

Is there a “disease of religion”? Certainly, religious activ- 
ities can be directed at diverse ends and can influence mem- 
bers toward either positive or negative ends. A judgment on 
these matters must often be left to history, as objectivity is a 
rare commodity in this arena and may be hard to attain 
during the historical period in which events take place. 

Dr. Scheidlinger is apt in pointing out the difficulty of 
defining certain constructs from social psychology such as 
group cohesiveness. The difficulty in making these terms op- 
erational in a research study can be compared to problems 
posed by their counterparts—for instance, the various affec- 
tive states—in studies of individual psychology. These as- 
pects of individual motivation and subjective state are not 
easy to define, just like group concepts such as cohesiveness 
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and social support. Nevertheless, all are clearly important to 
understanding behavior. 

The utility of the term “cohesiveness” cannot be dismissed 
and, indeed, much attention has been paid to its clinical 
application in therapy groups by authors such as Kellerman 
(1) and Yalom (2). In relation to cults as well, I have at- 
tempted elsewhere to examine the literature or. group cohe- 
siveness at greater length (3). I based my original choice of 
instruments to measure this phenomenon on the social psy- 
chological studies of Schutz, who has provided a practical 
instrument for this purpose, one with face validity as well as 
empirical validation (4). 

Although Dr. Scheidlinger questions the utilicy of the con- 
cept of cohesiveness, he also suggests that the psychoanalytic 
literature on this topic should be mentioned. I have done this 
elsewhere (3) but do appreciate the value of the references 
that he has noted. 
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MARC GALANTER, M.D. 
New York, N.Y. 


Literature on Sun Gazing 


Str: A letter to the Editor f-om Peter S. Kamp, M.D., and 
associates (1) presented two cases of sun gazing by psychi- 
atric patients and stated that a literature review -evealed only 
one reference on the topic. In fact, Anaclerio and Wicker (2) 
reported an epidemic at a federal mental hospital in which 27 
chronic schizophrenic patients injured their eyes by gazing at 
the sun. Deliberate sun gazing, with an intent tc: cause blind- 
ness, by a “neurotic” 17-year-old girl has also teen reported 
(3). The topic is discussed and additional cases are presented 
in my book (4). 
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ARMANDO R. FAVAZZA, M.D. 
Columbia, Mo. 

Dr. Kamp and Dr. Rosse Reply 
Sır: One of the reasons we decided to publish the cases of 


sun gazing by psychotic patients was our surprise that we 
could not easily find much licerature on the subject with a 
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computerized literature search. Although the behavior ap- 
pears to be rare, it seemed worthy of attention because of its 
potentially serious consequences. Interestingly, one of us 
(P.K.) came across another case after our original submis- 
sion; his ability to discover the sun gazing of this patient was 
due to his being sensitized to the existence of such behavior. 
We appreciate Dr. Favazza’s pointing out earlier journal ar- 
ticles on the subject and regret our not finding his 1987 book 
with material on sun gazing in our computerized “review of 
the literature.” Our computerized literature search included 
journals only. We did not do a CATLINE search, which 
might have captured the relevant book, although this would 
have been unlikely because of the limited number of subject 
headings or key words associated with a CATLINE entry. 
Perhaps relevant to tkis discussion is Bareta et al.’s study 
(1) comparing manual and MEDLARS computerized litera- 
ture searches of journals; manual searches appeared more 
successful. The American Journal of Ophthalmology, the 
source of the 1966 and 1970 articles on self-induced solar 
retinopathy noted by Dr. Favazza, would have been a rea- 


sonable journal to search manually in an effort to do a com- 
plete literature review. Books on self-mutilation would also 
have been worth investigating. 

Dr. Favazza’s letter seems to set the record straight ‘on the 
status of the literature on sun gazing, and perhaps it is also a 
comment on the limitations of computerized literature 
searches. We hope that our letter and Dr. Favazza’s discus- 
sion of the issue in his letter and book serve to further alert 
the psychiatric community to the potentially dangerous be- 
havior of sun gazing. 
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Two recent reviews in the American Journal of Psychiatry and the British Journal of 
Psychiatry reported on progress in understanding the genetics of psychiatric disorder. Both 
reviews focused on this progress as a prelude to psychiatric diagnostics and therapeutics 
based on molecular biology. Neither review recognized that the latest data in behavioral 
genetics support environmental causes for abnormal development and psychopathology as 
much as they support genetic causes. Moreover, these genetic data point clearly to a type of 
environmental cause with central importance: the environment that is specific or unique to 


each sibling in a family. 
(Am J Psychiatry 1991; 148:283-291) 


n 1989 the American Journal of Psychiatry and the 

British Journal of Psychiatry separately published 
optimistic articles summarizing recent advances in ge- 
netics and their application to psychiatry. Both empha- 
sized the new vistas opening to psychiatry from recent 
advances in genetic techniques, particularly those 
which identify specific genetic and molecular mecha- 
nisms of disease. 

Writing in the American Journal of Psychiatry, Par- 
des et al. (1) reviewed the current methods of genetic 
research. They summarized the secure advances both 
in basic research and in practical applications to dis- 
eases affecting mental status, such as Huntington’s dis- 
ease. They frankly acknowledged the problems facing 
research in the major psychiatric syndromes and, an- 
ticipating striking gains in these areas, concluded their 
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review with an analysis of clinical problems in genetic 
counseling. 

In an equally optimistic vein, Mullan and Murray, in 
the British Journal of Psychiatry (2), focused most of 
their review on manic-depressive illness and schizo- 
phrenia. Their review centered on the likely heteroge- 
neity of genetic factors in manic-depressivz illness and 
the variable expressivity of genetic factors in both ill- 
nesses. Genetic research, they argued, may permit us to 
redraw the nosological boundaries of psychiatry by 
revealing, in the case of manic-depressive illness, the 
various types of genetic defects that lead to the final 
common pathology. In the case of schizophrenia, once 
we identify a gene common to many of thase afflicted, 
we can see what other, related disorders are associated 
with the same gene. This would constitute a genetic basis 
for a nosologic group of schizophrenia-like disorders. 

Thus, these two reviews were similar. The authors 
noted current progress in a major area of research in 
biological psychiatry and took us quickly to two major 
areas of clinical thinking and practice in psychiatry: 
counseling and diagnosis. They argued thaz these two 
practical domains may soon bear a clear imprint of 
findings about molecular genetic mechanisms in etiol- 
ogy and pathogenesis. These reviews of advances in 
genetics were, however, distinctly one-sided. First, they 
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focused heavily on single-gene mechanisms for ex- 
plaining the role of heredity in psychiatric disorders. A 
broad range of data, not reviewed in either paper, 
strongly indicate thet polygenic mechanisms may play 
a larger role in shaping variations both in normal be- 
havior and in psychopathology (3). Data supporting 
the importance of polygenic mechanisms are particu- 
larly important in the light of recent failures to repli- 
cate early findings of single-gene effects in bipolar af- 
fective disorders (4) and in schizophrenia. Second, and 
even more important, neither review indicated that ge- 
netic data are providing a new window on environ- 
mental mechanisms. In fact, the genetic data are 
among the best data we have supporting the impor- 
tance of environmental mechanisms in both normal 
and pathological development. Even more intriguing, 
these genetic data are yielding a clear picture of the 
types of environmental effects likely to be most impor- 
tant. In this review we focus on these environmental 
implications of genetic findings. 

First, our review presents genetic data that support 
the importance of environmental mechanisms. Here 
we focus on two issues. Genetic data support substan- 
tial effects of environmental mechanisms on normal 
and pathological development. Beyond that, genetic 
data suggest that these environmental effects are dif- 
ferent from those typically studied. Most studies of the 
social environment, for example, examine factors that 
are similar for all siblings in the same family, such as 
the impact of social class, neighborhood decay, or 
marital conflict on the psychological development of 
children. In sharp contrast, the genetic data suggest 
that the important environmental factors are those 
which are different for siblings in the same family. 
These might include differences in how they are treated 
by the same parent, differences in peer relationships, 
differences in school environment, and, when they are 
older, differences in their marital and occupational ex- 
periences. In current research, these influences are 
termed ‘‘nonshared environmental effects.” 

The second purpose of this review is to summarize 
the current evidence on these nonshared environmen- 
tal effects. The genetic data alone do not rule out the 
possibility that most of these nonshared factors could 
be biological features of the environment. For exam- 
ple, siblings may differ in the quality of the intrauterine 
environment or in pre- or postnatal exposure to mi- 
crobial infection or toxins. We know of no studies that 
systematically compere siblings’ exposures to these bi- 
ological environmental circumstances. However, an 
emerging body of research indicates the importance of 
the nonshared social environments. Thus, our review 
centers on strategies for research on these nonshared 
social environments, the evidence indicating the social 
mechanisms that may increase differences in environ- 
mental experience for siblings in the same family, and 
the early evidence linking specific nonshared experi- 
ences with both normal and pathological psychologi- 
cal and behavioral development. As more data accu- 
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mulate, a review of nonshared biological environments 
may also be in order. 

Third, we will discuss the implications of these 
emerging data for problems in diagnosis and therapeu- 
tics in psychiatry. On the basis of these alternative 
views of behavioral genetics and its implications, we 
arrive at conclusions very different from those of Par- 
des et al. and Mullan and Murray. 


GENETIC EVIDENCE FOR EFFECTS OF 
ENVIRONMENT 


Magnitude of Effects 


As the research in molecular genetics has gathered 
momentun, it has partially broken loose from its orig- 
inal moorings. The search for specific genes in unipo- 
lar, bipolar, and schizophrenic illness began with the 
demonstration of significant genetic effects, but not ex- 
clusive genetic effects, for both disorders. That is, bi- 
polar and related illnesses occurred among family 
members of probands with these illnesses more fre- 
quently than in the generai population, concotdances 
were generally higher in monozygotic twins than in 
dizygotic twins, and, in studies with the most rigorous 
designs, the frequency of the illness was higher in bi- 
ological than in adopted relatives. The same patterns 
hold for schizophrenia. What is often forgotteri is that 
although the evidence for a genetic contribution to the 
etiology of these disorders is beyond dispute, no stud- 
ies indicate that genetic effects account for all the vari- 
ation between ill and not ill individuals. 

For schizophrenia, some older studies showed con- 
cordance rates among monozygotic twins as high as 
69% and concordance rates among dizygotic twins 
less than half as high (5). Later studies, with more 
representative samples and better diagnostic efforts, 
have yielded much lower concordance rates for mono- 
zygotic twins (6, 7). While there remains considerable 
dispute in weighting environmental and-genetic fac- 
tors, the relatively low concordance rates for mono- 
zygotic twins, genetically identical pairs, are power- 
ful evidence for the strong and independent role of 
the environment in pathogenesis. According to the 
twin data, the environment may have a direct patho- 
genic role of its own or may protect individuals 
from developing disorders to which they are geneti- 
cally vulnerable. 

The picture is less clear for affective disorders. For 
example, twin studies suggest a stronger role for ge- 
netics in bipolar disorders than in schizophrenia (8). 
These same data suggest an important but smaller ef- 
fect of genetics on unipolar disorders. Adoption stud- 
ies—while confirming the heritability of bipolar and 
unipolar disorders—suggest a less important role for 
heredity in both forms of affective illness (9). Recent 
small-sample studies of a variety of disorders begin- 
ning in childhood or adolescence yic'd a similar pic- 
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ture of a balance between genetic and nongenetic 
causes (10). These disorders include autism, anorexia 
nervosa, attention deficit disorder, and delinquent 
behavior. 

Using these same data, investigators have been quick 
to emphasize both the statistical and clinical signifi- 
cance cf the genetic effects. What needs additional em- 
phasis is the magnitude of environmental effects—for 
many conditions they exceed the genetic effects. Thus, 
to keep current research on the etiology and pathogen- 
esis of mental disorder firmly moored to the funda- 
mental data in the field, a parallel and equally impor- 
tant research program must be undertaken: the most 
recent findings in behavioral genetics indicate that the 
discovery of environmental mechanisms clearly has the 
same importance as the discovery of molecular-based 
genetic mechanisms. 


Nonshared Environmental Influences on Siblings 


Behavioral genetics not only estimates the impor- 
tance of environment in healthy and pathological de- 
velopment but also yields strong clues as to what kinds 
of environmental effects are most important. The field 
was given impetus by a landmark study of the herita- 
bility cf personality by Loehlin and Nichols (11). They 
studied variation in a number of personality dimen- 
sions and in other measures of abilities and values 
among 514 monozygotic and 336 dizygotic twin pairs 
drawn from all high school seniors taking the National 
Merit Scholarship examination. Averaging across a 
broad range of personality measures, Loehlin and 
Nichols found the correlation was 0.50 for monozy- 
gotic twins and 0.28 for dizygotic twins. Doubling this 
difference directly yields a heritability estimate of 
44%. This means that for personality, at least half of 
the variance among individuals in this sample was ac- 
counted for by environmental factors. However, Loeh- 
lin and Nichols drew attention to a curious finding: the 
monozygotic twin correlations for a broad range of 
personality variables was only 0.50. This means that of 
the total variance among twins, about one-half was 
accounted for by nongenetic factors. Nearly all the 
effects of the environment were of this nonequivalent, 
or nonshared, kind. Similar findings have been ob- 
tained from studies of many other areas of develop- 
ment. For example, a series of subsequent twin studies 
showed the importance of nonshared environment for 
other dimensions of personality (12) and for intelli- 
gence (13). 

The importance of the nonshared environment in 
psychopathology has been confirmed repeatedly. Two 
groups of data are most important. The first are the 
modest concordance rates for monozygotic twins in 
most recent studies. For schizophrenia, Gottesman and 
Shields (7) estimated a concordance rate of 46% by 
averaging the data from studies reported before 1982. 
A later study, using precise diagnostic criteria, con- 
firmec this estimate (14). As already noted, concor- 
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dance was higher in some studies of bipolar patients 
but is probably lower for unipolar disorders (8). 

A second important type of information is concor- 
dance rates in siblings. These are upper estimates of the 
importance of the shared envircnment. Siblings share 
the same family, neighborhood, and social class. Thus, 
shared experiences from any of these sources, which 
are also important for development, should lead to 
high levels of similarity in outcome. For schizophrenic 
and bipolar disorders, the rates of concordance be- 
tween siblings are 10% or less (7, 15). Concordance 
rates for adopted siblings, who share no genes, provide 
a more exacting test of the effects of shared environ- 
ment; here, similarities could only be explained by 
common or shared environmental influences. Such 
studies have not been performed with subjects who 
have serious psychopathology, although the data from 
studies of adopted siblings (16, 17) suggest that even 
the low concordance rates for biological siblings are 
due to genetic similarity, not shared environment. 


THE NONSHARED ENVIRONMENT 
Research Strategy 


In their first explorations of the nonshz-ed environ- 
ment, researchers are recognizing three logically or- 
dered steps for identifying these effects. First, the ac- 
tual differences between siblings for any environmental 
variable must be determined. Second, the relationship 
of these differences, if they are observed, to simple 
family structural variables must be assessed. Third, the 
role of genes in these differences must be determined. 
All of these require using at least two siblings in each 
family recruited into the study. Although sibling stud- 
ies have been common in genetic research, they are 
rare in environmental studies. 

Social environment. Although differences between 
siblings in normal and pathological outcomes are be- 
ginning to be delineated, we know far less about envi- 
ronmental differences between them. The genetic data 
suggest that only environmental variables that are sig- 
nificantly different between siblings in the same family 
are likely to be important in developmental differences. 
A logical first place to look is differences between sib- 
lings in the same family in their relationships with their 
parents. The preliminary evidence on this topic, how- 
ever, has not produced consistent findings. Some data 
have suggested a surprising consistency in parental 
treatment of children in the same family. For example, 
in one study (18) investigators directly observed the 
positive and negative behaviors mothers showed to 
each of two children in their families. Across families, 
the behavior shown toward one child was correlated 
with the behavior shown to the other child. For posi- 
tive behavior in same-sexed dyads the correlation was 
0.82 and for negative behavior it was 0.52. Somewhat 
higher correlations were obtained in a longitudinal 
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study of mothers and their young children (19). Each 
mother had two children, 3 years apart in age. During 
the first phase of the study the mother was observed 
interacting with the clder child, and 3 years later she 
was observed with the younger child, then the same 
age as the older child had been during the first obser- 
vation. Late-adolescent siblings (20) and adult twins 
(21) reported little difference in how they were treated 
as children by their parents. However, in one recent 
study direct observations and self-reports of mothers 
of preschool children suggested differences in their 
treatment of their two children (22). 

The findings on treatment by siblings contrast with 
those on parental treatment. Self-report data suggest 
that one sibling in a family will see himself or herself as 
being treated by a cosibling differently from how the 
cosibling sees himself or herself being treated by the 
sibling (21, 23, 24). However, here too there is also 
some contradictory evidence. A study of siblings who 
were 4 and 7 years old showed fewer differences in 
how siblings treated one another than differences in 
how the mothers treated these siblings (22). 

Finally, two studies have investigated differences be- 
tween siblings in the characteristics of their peer 
groups. In one study (23), adolescent siblings saw their 
peer groups as dissimilar; the magnitude of the dissim- 
ilarity of those ratings matched that of the difference in 
their perceptions of their own relationship with each 
other. In a study of adult twins (21), another picture 
was seen: the differences in siblings’ perceptions of 
each other’s peer groups were smaller than those for 
sibling relationships and were about the same magni- 
tude as differences in perceived parental treatment. 

Thus, the preliminary evidence suggests that differ- 
ences between siblings in their perceived treatment of 
one another are clear and distinct across the life span. 
Parenting differences are more uncertain, and we have 
tco few data for even a preliminary estimate of the 
magnitude of differences in peer relationships. 

Family structural variables. Once we discover reli- 
able and distinct differences in environment between 
siblings, we must inquire about the causes of these 
differences. In particular, we want to know whether 
they are attributable to such features of the family 
structure as birth order, age spacing, and gender. If the 
correlation between the nonshared variable and any of 
these structural variables is high, then it is important 
that these structural variables be studied directly. Pre- 
liminary data suggest only a few scattered findings of 


this kind, and these are restricted to nonshared sibling 


relationships. For example, younger siblings are more 
likely to envy their older cosiblings, and older siblings 
do more caretaking of cosiblings than do younger sib- 
lings (20). Sensitive multiple regression models are 
now available to detect these effects, but thus far there 
have been few such studies (C.L. Slomkowski et al., 
unpublished data, 1990). 

Genetic influences. Siblings may be treated differ- 
ently because there are differences between them in 
genetically shaped features of their behavior and re- 
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sponsiveness. Starting with the influential analyses of 
Bell (25), there has been a great deal of evidence on the 
ability of even very young children to shape the inter- 
action processes of their families (26). In searching for 
strong nonshared environmental influences, we would 
study those which show relatively little genetic influ- 
ence. Then any association between differences in envi- 
ronment and variation in outcome could not be due to 
genes but would have to be a main effect. 

Genetic influence on the nonshared environment is 
examined by comparing differences in siblings’ envi- 
ronments, by means of direct observation or self-re- 
port, in pairs of siblings who differ in genetic relaticn- 
ship. For example, we can compare monozygotic and 
dizygotic twins or biological and adoptive siblings or 
full, half, and blended siblings. A genetic effect is pre- 
sumed if environmental differences are less for sibling 
pairs who are more similar genetically. To our knowl- 
edge, there have been only two studies in which genetic 
influences on nonshared environmental variables were 
searched for systematically as part of a search for non- 
shared environmental influences. In a study of older 
adolescents, differences in self-reported environments 
of biological siblings were compared to those of adop- 
tive siblings (20). For most measures, the differences 
were negligible, suggesting little genetic effect. How- 
ever, a more recent study of adult twins (21), using the 
same self-report measures, showed more evidence of 
genetic effects on these measures: monozygotic twins’ 
reports showed consistently less difference than thase 
of dizygotic twins. For example, substantial genetic 
effects were observed for the characteristics of the sib- 
lings’ peer groups: their college orientation, their pop- 
ularity with others, and their level of delinquency. 
These data suggest that youngsters may pick their peer 
groups according to their own heritable characteris- 
tics. Although this heritable characteristic has not as 
yet been identified, these data may exemplify the pro- 
cess of genetically influenced “niche picking,” de- 
scribed by Scarr and McCartney (27). 

Once an environmental variable has passed these 
tests, it becomes a candidate in the same sense that 
specific genetic loci become candidates for monogenic 
effects on illness after passing through a series of log- 
ical elimination steps (1). Two further steps are neces- 
sary, however. First, the association of the nonshared 
environmental variable with variation in developmen- 
tal outcome must be determined in cross-sectional 
studies. Then, data from longitudinal studies must 
demonstrate that variation in the nonshared environ- 
mental variable occurs before variation in the trait or 
syndrome under investigation. 

These three steps for identifying candidate environ- 
mental variables are being followed systematically in a 
comprehensive study we are conducting (28). That 
study focuses on the impact of the nonshared environ- 
ment on both competence and psychopathology in ad- 
olescents. We have assembled a unique group from 
across the country of 719 families with same-sexed 
adolescent siblings, typically no more than 2 years 
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apart in age. The families are equally divided into fam- 
ilies with monozygotic twins, families with dizygotic 
twins, families with blended siblings (no genetic rela- 
tionship), families with half siblings (25% genetic re- 
lationship), families with full siblings (50% genetic re- 
lationship), and a comparison group of families 
without divorce. This selection of families permits di- 
rect estimates of the correlation of outcome and envi- 
ronmental variables between siblings in the same fam- 
ily, controls for gender effects, and allows for powerful 
assessments of genetic mediation. 


Origins and Impact 


The effects of nonshared environments may begin 
early in life. First may come differences in parental 
treatment, followed by differences in how siblings treat 
each other. As maturation proceeds, differences in ex- 
periences with peers, schools, and marriage may play 
important roles. What factors in the family organize 
and initiate these differences between siblings, and 
which of these differences influence development? 

Environmental differences. Preliminary research sug- 
gests that differences between siblings may arise from 
social processes in two core relationship systems in the 
family: the parental marital relationship and the sib- 
ling relationship. In particular, data suggest the impor- 
tance of how these dyads manage conflict. 

In the marital relationship, conflict is frequent; what 
distinguishes satisfying from unsatisfying marriages is 
the facility with which conflict is resolved (29). In mar- 
riages where conflict is prolonged and dissatisfaction is 
high, there are two mechanisms by which this conflict 
may lead to the creation of different environments for 
children in the same family. 

The first mechanism is a direct one. Studies suggest 
that a partner who finds the marriage unsatisfying or 
stressful may single out one child for harsh treatment. 
For example, in one study of families with distressed 
marriages the mother, but not the father, typically sin- 
gled out one child for particularly aversive inter- 
changes (30). Other studies suggest that marital dissat- 
isfaction may also influence fathers’ parenting. 

Marital conflict may lead to differences in sibling 
environment by a second mechanism, which involves 
conflict between siblings themselves. There appear to 
be two sequential aspects of this second mechanism. 
The first aspect is the effect of the marital relationship 
on sibling relationships. Evidence suggests that in fam- 
ilies where there is persistent marital conflict there may 
also be conflict between the siblings (31, 32). Some 
data suggest that this relationship may depend on the 
ages and genders of the children and, in many cases, 
may be mediated by how parents in conflict with each 
other treat the siblings (33). The second aspect of the 
mechanism is the link between sibling conflict and the 
development of the nonshared environment. For ex- 
ample, several studies suggest that a long-term resolu- 
tion of persistent sibling conflict is a process of “de- 
identification.” Overt conflict may subside over time 
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but be replaced by more covert sibling rivelry, which 
siblings often have difficulty acknowledging (34). Per- 
sistent rivalry is often manifested by sizlings who 
are developing conceptions of themselves that they feel 
are distinct, if not opposite, from how -hey regard 
each other (35, 36). Another example of 10w sibling 
conflict turns into nonshared family experience is “‘solit- 
parent identification.” Here, rivalry between two sib- 
lings is resolved by each sibling’s develozing a selt- 
concept like his or her perception of one parent and 
perceiving the other sibling as resemblinz the other 
parent (37). These split-parent identifications may ac- 
centuate the special aversive or overly involved rela- 
tionships that characterize parent-child relationships 
in conflict-laden families. 

Differences in how siblings perceive themselves may 
lead to differences in how they treat one another. The 
available data suggest that these differences may be an 
important component of the nonshared :amily envi- 
ronment. For example, consider a family with two sib- 
lings in which one sibling is aggressive and the other is 
passive. The former experiences passive sibling behav- 
ior, whereas the latter experiences aggressive sibling 
behavior; the sibling environment for the zwo siblings 
is distinctly nonshared. 

Nonshared parental and sibling experiences. By 
whatever social mechanism nonshared parental and 
sibling effects are produced, studies suggest that both 
influence normal and pathological deve opment. In 
studies of parenting differences, the youngest subjects 
studied thus far (22) were 4 years old; their oldest 
siblings were 7, and the study focused on differences 
between siblings in the mother’s parenting. In this 
study, children who received more maternal affection 
than their siblings were less likely to show depression 
or related “internalizing? symptoms. Hewever, chil- 
dren who received more contrel from tkeir mothers 
were more likely to show these disturbances. The old- 
est subjects studied so far were adults witk a mean age 
of 35 (21). In that study, the same relationship: be- 
tween maternal control and depression was observed, 
although the investigators relied on the subjects’ mem- 
ories of how they were treated during childhood and 
adolescence. In two studies of the nonshared environ- 
ment and adolescent development (20, 28), different 
relationships for fathers and mothers were observed. 
For example, in one study of older adolescents and 
young adults (38), subjects who reported being con- 
trolled by their fathers more than their siblings re- 
ported less emotional distress; the same effect did not 
hold for differences in mothers’ control. In contrast, 
subjects who reported more affection from their moth- 
ers had higher educational and occupat:onal aspira- 
tions, and the same relationship was true for differ- 
ences in fathers’ affection. 

Nonshared experiences involving the sibling rela- 
tionship also seem important for development. In the 
same study of older adolescents and young adults (38), 
the effect of differences between siblings i~ their treat- 
ment of one another was stronger than the effect of 
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differences in parental treatment. However, in another 
study of 4~7-year-olds (22) the effect of differences in 
parental treatment was stronger. Certain perceived dif- 
ferences between siblings have emerged as potentially 
important across studies, ages of subjects, and out- 
comes. For example. consider differences between the 
sibling who reports he or she more often took care of 
the cosibling and the sibling who reports less caretak- 
ing. Young adults who reported they did more care- 
taking had lower scores on a measure of fearfulness 
than their cosiblings who had less caretaking respon- 
sibility (38), and older adults who did more caretaking 
had higher scores on self-ratings of masculine traits 
(21). Likewise, differences in feelings of jealousy and 
inferiority also seem important. Twins who report 
more jealousy and feelings of inferiority in relation to 
their co-twins have higher scores on measures of 
strong affective responses (21) than do their less jeal- 
ous co-twins; this relationship has also been noted for 
anger among nontwin siblings (38). 

Sequential relationship of nonshared environmental 
influences. The data we have reviewed focus on non- 
shared variables that may play a role relatively early in 
the development of e:ther psychological competence or 
psychopathology. However, nonshared influences may 
operate throughout the life of the individual. More- 
over, experiences early in life may increase the proba- 
bility that the individual will be exposed to other non- 
shared experiences leter. 

For example, data reported by Bennett et al. (39) 
suggest a sequence of nonshared experiences that may 
protect some siblings in a family, but not others, from 
becoming alcoholic when one or both parents are al- 
coholics. Early in life the sibling who will grow up free 
of alcoholism is protected from alcohol by the family 
group; the family keeps the family practices most cher- 
ished by the child free from intrusion by the alcoholic 
behavior. For example, the family keeps the child from 
experiencing the parental alcoholism during the child’s 
treasured family Christmas celebration. Later, when 
these protected children are capable of more self-di- 
rected action, they protect themselves from the influ- 
ences of the alcoholic parent by distancing themselves 
from the family altogether. Still later in life, the pro- 
tected and distancing child marries a person who not 
only has no alcohol problem but does not have a par- 
ent who drinks heavily, either. The sequence of these 
experiences, unfolding over time, may have a strong, 
cumulative protective effect. 

This protective sequence has almost a mirror image 
in the delinquency and substance abuse career outlined 
by Patterson et al. (4C). Preliminary data suggest that a 
child destined for serious delinquency and substance 
abuse is, in early childhocd, exposed to a series of 
coercive exchanges with his or her mother, siblings, 
and—to a lesser extent—father. These appear to lead 
to noncompliant behavior at home and school, poor 
academic performance, and rejection by peers. Later, 
low self-esteem and even depression develop in many 
of these children and, combined with the rejection of 
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academically oriented peers, lead them to become 
members of delinquent gangs and, as a result, to be at 
risk for a life of delinquency and poor work perfor- 
mance. This sequence has been supported by data from 
two cohorts of families studied longitudinally (40). 

Patterson et al. did not directly compare the ex- 
periences of siblings within the same family. However, 
two studies that did compare siblings (21, 38) con- 
firmed the importance of peer relationships as major 
correlates of sibling differences in development. For 
example, siblings who reported that their peers were 
more college oriented than their cosiblings’ peers 
also showed evidence of greater self-regulation of 
emotion and greater educational and occupational 
aspirations. Siblings who reported their peers as very 
popular with others themselves showed evidence of 
greater sociability. 


Limitations in the Data 


The exploration of the nonshared environment 
is preliminary. Indeed, significant work in this area has 
only been published during the last 5 years, and the 
first major studies in the field are just getting under 
way. Psychiatrists, in particular, will want to know 
much more about the nonshared correlates of clearly 
delineated psychopathologic syndromes and non- 
shared correlates of characteristics of children, adoles- 
cents, and adults that clearly protect them against psy- 
chopathology, such as self-esteem, social skills, and 
sustained school and occupational achievement. Both 
of these needs are being directly addressed in the twin 
and stepfamily study we are conducting. Moreover, 
as this field progresses, longitudinal data clarifying 
the causal role of these nonshared variables will be 
essential. 


GENETICS: A RORSCHACH TEST FOR PSYCHIATRY 


We are at just the earliest stages of exploring the 
environmental implications of the new data from be- 
havioral genetics. The same may be said for the'search 
for molecular genetic mechanisms. Because of their 
current ambiguity, the data on genes and psychiatry 
constitute a telling Rorschach test for our field. Seeking 
to establish itself as a full-fledged biomedical specialty, 
psychiatry has been quick to see in these genetic data 
the promise of explanations for psychiatric pathogen- 
esis stemming from single-gene defects, a diagnostic 
system built around these monogenic causes, and a 
branch of therapeutics guided by findings, not yet in 
hand, on molecular genetics. This highly focused en- 
thusiasm is typified by the two recent reviews to which 
this paper is a response. On the basis of the alternative 
perspective we have just presented we wish to com- 
ment on the concepts of diagnosis presented by Mullan 
and Murray (2) and of therapeutics suggested by Par- 
des et al. (1). 
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In their review, Mullan and Murray concluded that 
“the pattern emerging is one of discrete genetic lesions 
predisposing a core of family members with the defect 
to the same psychotic illness. . . . It seems that we are 
about to move into a period when genetics will define 
disease entities in psychiatry.” While this development 
would provide a welcome simplification and precision 
in psychiatric diagnostics, it may never come to pass. 
Mullan and Murray and Pardes et al. allowed for the 
possibility of environmental causes of bipolar and 
schizophrenic illness, but they sequestered this possi- 
bility by using the concept of “phenocopy.” This 
means that environmental causes, acting without ge- 
netic influences, may produce a copy or imitation of 
the genetically based disorders. An analogy might be 
diabetes created by surgical removal of the pancreas 
(the unusual, environmental cause), which is a “copy” 
of the more ordinary diabetes, which is produced by 
genetic factors. One might note in passing that the 
term “‘phenocopy” is a somewhat prejudicial term, im- 
plying that the basic or central disorder is produced by 
genes and that environmental factors produce copies 
or imitations. Logically, the antonym “genocopy” 
might also be used with equal precision in this form of 
discourse. 

Terminology aside, a logical extension of Mullan 
and Murray’s analysis is the vision of a Diagnostic 
and Statistical Manual of the future containing the en- 
tries “Schizophrenia, genetic (defect at locus x)” 
“Schizophrenia, genetic (defect at locus y),” and 
“Schizophrenia, environmental.” The evidence we 
have presented here is entirely consistent with, but 
does not prove, an alternative. It is possible that ge- 
netic and nonshared environmental factors operate to- 
gether to produce the major psychoses (and other im- 
portant psychiatric disorders) for almost all patients. 
We have already outlined possible mechanisms by 
which nonshared environmental factors may operate 
as important main effects on psychological development. 
If a syndrome is produced by some balance of genetic 
effects (monogenic or polygenic) and environmental 
effects, a diagnostic manual would contain few if any 
entries based exclusively on genetic knowledge. 


Gene-Based Psychotherapy 


The argument for therapeutics based on genetics, by 
Pardes et al., seems even more premature. They began 
their discussion of this point, in the concluding section 
of their review, by recommending that all psychiatrists 
acquire a sound knowledge of the principles and cur- 
rent findings in genetics. To this we take absolutely no 
exception. From this point their argument veered off a 
course justified by current data. They engaged in an 
extended discussion of clinical tests for genetic defects 
thar they implicitly recognized are still in the future. 
“The issues of whom to test diagnostically for genetic 
abnormalities, when to offer testing, and how to inter- 
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pret results to patients are laden with ethical as well as 
psychotherapeutic problems” (emphasis added). In 
their vision of the future of a branch of therapeutics, 
based on genetic knowledge, Pardes et al. constricted 
the role of psychological therapeutics to dealing only 
with the stress of genetic testing. There are simply no 
data on which to base such a Draconian view. The 
data we have presented here argue, again, for a sirik- 
ingly different vision. The genetically informed psychi- 
atrist may be required by emerging data to identify and 
modify genetic and environmental factors as they 
shape development. The nonshared envircnmental ef- 
fects are likely to operate through a nexus of marital, 
parenting, sibling, and peer influences ir. which the 
psychiatrists’ patients, whether they are parents con- 
cerned about the risk of disorder or children who have 
the disorder, play a central role. 

After focusing on the stress of genetic testing, Pardes 
et al. expanded on their vision by imagining situa- 
tions where ordinary psycaiatrists might not be able 
to cope. “In situations where the practitioner feels that 
he or she has insufficient expertise to offer genetic 
counseling, the patient should be referred to someone 
else, preferably to a psychiatrist specializing in these 
problems” (emphasis added). Given the strong possi- 
bility of important roles for environmental variables, 
acting in concert with genetic variables, we doubt the 
wisdom of arguing now for a specialized field of ge- 
netic counseling in psychiatry (although it is develop- 
ing nonetheless). 

We have, in fact, two serious reservations about this 
line of professional development. First, if future data 
support the importance of both genetic and environ- 
mental effects in most syndromes and for most pa- 
tients, the integration of genetics and environmental- 
ism would become a core problem in the training and 
practice of psychiatrists. Sequestering psychiatric ge- 
netic knowledge in a specialized subdiscipline may de- 
stroy the opportunities for fully integrated diagnosis 
and treatment planning. A second reservation concerns 
the treatment modalities implied by the term ‘“‘coun- 
seling.” While Pardes et al. did not make explicit what 
they meant, commonly accepted definitions suggest this 
approach would be built around straightforward in- 
struction and support. The key ingredient presumably 
would be the well-timed and well-phrased conveying 
of information by the knowledgeable professional to 
the interested, if not desperate, layperson. However, it 
is doubtful that this approach could effect the changes 
in social interactional patterns, or other social environ- 
mental variables, that may be necessary to reduce the 
environmental risk factors for syndromes jointly deter- 
mined by those variables and genetic processes. 


CONCLUSIONS 
In sum, the rapidly growing field of behavioral ge- 


netics has opened up new vistas for psychiatry. Two 
companion developments sharpen this image of the 
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future: molecular biology promises a rich harvest of 
information about specific gene and enzyme defects, 
whereas comparable advances in the study of the non- 
shared environment, including human relationships, 
promise equally important information about environ- 
mental contributions to pathogenesis. In effect, Mullan 
and Murray and Pardes et al. used fragments of data 
currently in hand, coupled with the promise of a 
powerful technology, to paint a futuristic picture of 
psychiatry. We are doing the same. Ordinarily, such 
portraits can be illuminating or, at worst, harmless. 
However, psychiatry has always been a precarious dis- 
cipline. At least since the publication of Studies on 
Hysteria (41), nearly 100 years ago, there have been 
persuasive arguments that the major psychiatric syn- 
dromes cannot be fit neatly into standard biomedical 
molds. Psychiatry has been forced into the chronically 
uncomfortable position of straddling biomedicine and 
the social sciences and seems always to hunger for re- 
lief. Psychiatry derives a remarkable portion of its self- 
image from pictures of its future. For example, images 
of a psychiatry based on molecular biology, of the kind 
rendered by Mullan and Murray and Pardes et al., 
have had an enormous impact on the types of research 
that currently receive public funding. However, despite 
its identity problems, psychiatry has matured consid- 
erably in this century. Increasingly, its internal disputes 
are resolved by appeals to carefully collected empirical 
data. In the present case, the data simply do not permit 
a conception of the future centered on a straightfor- 
ward biomedical answer to the fundamental question 
of the pathogenesis of major disorders. Indeed, a bal- 
anced image of the future contains a growing and 
equal partnership of the social sciences and molecular 
biology. 
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Substance Abuse and Cerebral Blood Flow 


Roy J. Mathew, M.D., and William H. Wilson, Ph.D. 





Objective and Method: This paper reviews acute and chronic effects of drugs of abuse on 
cerebral Glood flow (CBF) and metabolism and their clinical significance. The most impor- 
_ tant source of information for the review is human research reports published in refereed 
- journals. A few animal studies, book chapters, and abstracts that are especially relevant are 
also included. Results: In humans, ethanol in small doses produces cerebral vasodilation; 
higher doses induce cerebral vasoconstriction. Chronic alcoholism is associated with reduced 
CBF and cerebral metabolism. Sedatives and antianxiety drugs lead to global reduction in 
CBE and cerebral metabolism. Caffeine, even in small doses, is a potent cerebral vasocon- 
strictor. Cerebral vasodilation is seen immediately after cigarette smoking, but chronic smok- 
ers show global reduction in CBF. Changes in CBF after marijuana smoking are variable; 
both increases and decreases are seen. Chronic marijuana smoking, however, seems to reduce 
CBF. Most inhalants and solvents are vasodilators; chronic abuse is accompanied by a 
decrease in CBF. A number of drugs of abuse, including ethanol, amphetamines, cocaine, 
nicotine, and caffeine-phenylpropanolamine combinations, increase the risk for stroke. Re- 
duction in CBF associated with chronic use of ethanol, nicotine, inhalants, and solvents is at 
least partially reversible upon abstinence. Conclusions: Topics for future research include 
regional brain function, which mediates drug-induced mood changes (euphoria); CBF con- 
comitants of psychological and physiological characteristics that increase addiction poten- 
tial; changes in CBF that accompany withdrawal syndromes; mechanisms responsible for 


drug-induced stroke; and effects of functional and organic complications on CBF. 


(Am J Fsychiatry 1991; 148:292—305) 


C erebral blood flow (CBF) research is important in 
relation to substance abuse disorders for a variety 
of reasons. Among the most important of these is that 
drugs of abuse induce bekavioral changes that in all 
probability are related to altered brain function. In the 
structurally intact brain, CBF and cerebral metabolism 
are closely coupled with brain function (1). Thus, drug 
intoxication and withdrawal are likely to be accompa- 
nied by changes in CBF, i.e., brain function. Long-term 
drug abuse leads to various neuropsychiatric and cere- 
brovascular complications that are likely to be associ- 
ated with altered CBF. In spite of an impressive num- 
ber of research reports, this topic has received only a 
little attention in psychiatry. 
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DRUG-INDUCED CHANGES IN CBF: MECHANISMS 
Acute Pharmacological Effects 


Drugs, including substances of abuse, can influence 
CBF through several mechanisms. Changes in brain 
function and blood gases and cerebral vascular effects 
seem to be the three most important mechanisms re- 
sponsible for the acute effects of drugs on CBF. Since 
CBF is closely coupled with brain function, drug-in- 
duced changes in the latter are accompanied by paral- 
lel changes in the former (1). Drug-induced changes in 
mood and behavior are probably associated with al- 
terations in brain function, and drugs may differ with 
respect to the site and direction of these alterations. 
CO, is a potent cerebral vasodilator (2-4), and drugs 
usually increase and decrease CO, levels by influencing 
respiration. A number of pharmacological agents act 
directly on the cerebral vasculature. 

There are a few other less well known mechanisms. 
A number of vasoactive neuropeptides, which coexist 
with neurotransmitters in synaptic vesicles, are inti- 
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mately related to the behavioral effects of addictive 
drugs (5). Blood viscosity has an inverse correlation 
with CBF (3, 4—6); however, none of the substances of 
addiction (with the possible exception of ethyl alcohol) 
are known to induce changes in viscosity. Cerebral 
blood vessels are innervated by autonomic fibers and 
by brainstem nuclei by means of axons that come up 
through the brain parenchyma (intraparenchymal in- 
nervation) (3, 7, 8). The role played by autonomic 
nerve fibers in drug-induced changes in CBF is an im- 
portant but not well understood topic. There is an 
impressive volume of literature on the effects of neu- 
rotransmitters on CBF (7). 


Long-Term Effects and Complications 


The long-term effects of drugs on CBF involve other 
mechanisms. These include endocarditis with embo- 
lism, direct toxic injury to blood vessels, embolization 
of foreign material (e.g., adulterants), pharmacological 
alteration of vascular function (e.g., cocaine-induced 
increase in blood vessel sensitivity to epinephrine and 
norepinephrine), and immunogenic vascular injury 
(e.g., vasculitis) (9). Functional psychiatric disorders 
are associated with altered CBF (10), and a wide vari- 
ety of syndromes such as mood disorders, psychotic 
reactions, and confusional states occur secondary to 
substance abuse. A number of drugs of abuse, includ- 
ing alcohol, cause morphological changes in the brain 
(11). Brain atrophy is usually accompanied by reduced 
CBF; the degree and location of the decrease in CBF 
depends on the site and extent of brain tissue loss (12). 
Last, physical complications of substance abuse that 
result in changes in blood viscosity (e.g., anemias), hy- 
pertension, alterations in blood CO, and oxygen levels 
(e.g., emphysema associated with tobacco smoking), 
and accumulation of vasoactive toxic substances in the 
blood (e.g., liver disease due to alcohol) can lead to 
considerable alterations in CBF (13). 


TECHNIQUES FOR MEASUREMENT OF CBF IN 
HUMAN SUBJECTS 


The first quantitative technique for measuring CBF, 
developed by Kety and Schmidt (14), involved inhala- 
tion of subanesthetic concentrations of nitrous oxide 
and repeated sampling of the internal jugular and ar- 
terial blood. With this method, which used a modifi- 
cation of the Fick principle, CBF and cerebral metab- 
olism in the entire brain were computed. Ingvar and 
Lassen (15) developed a technique based on intraca- 
rotid injection of a radioactive substance and compu- 
tation of regional CBF values for the ipsilateral region 
(supplied by the internal carotid artery) from the pro- 
gressive decline in scalp radioactivity recorded by ex- 
ternally applied, stationary scintillation detectors. 

Obrist et al. (16) developed a totally noninvasive 
technique in which inhalation replaced intracarotid 
administration of the isotope (xenon-133 inhalation 
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technique). Xenon-133, a gamma-emitting gas, was 
mixed with room air and administered through a face 
mask for 1 minute, after which radioactivity over the 
scalp was recorded for 10 minutes with scintillation 
detectors mounted on a helmet and applied to the 
scalp. These scalp clearance curves were analyzed by 
using a bicompartmental model with corrections for 
contamination of CBF by extracrania] flow, the recir- 
culating radioisotope, and radioactivity of the respira- 
tory passage. The fast-clearing compartment yielded 
gray matter perfusion rates. The technique measured 
CBF to both hemispheres and in regions supplied by 
both the carotid and vertibrobasilar arterial systems. 

The techniques of Ingvar and Lassen and Obzist 
et al. measure only cortical flow. Three-dimensional 
techniques such as single photon emission computed 
tomography (SPECT) (17) and positron emission to- 
mography (PET) (18) measure subcortical as well as 
cortical flow. The latter, which is the most technolog- 
ically sophisticated and expensive method, also quan- 
tifies cerebral metabolism and can provide information 
on receptor mechanisms. 


ETHYL ALCOHOL 
Intoxication 


Most of the in vivo studies of rats, cats, and dogs 
have concomitantly used drugs with sedative proper- 
ties and drugs with vasoactive properties, waich could 
probably account for the wide variations in the results 
reported (19-25). Thomas ‘25) noted dilation of the 
pial vessels that lasted up to 30 minutes in awake and 
anesthetized cats and rabbits given intravenous or in- 
tracarotid injections of ethyl alcchol. Friedman et al. 
(23) found a generalized dedine in CBF, especially cer- 
ebellar CBF, in awake dogs after they were given eth- 
anol. Barry and associates (21, 22, 24) reported in- 
creases in CBF at low blood alcohol levels and reduced 
CBF and cerebral oxygen metabolism at higher levels. 
Comparable findings were also reported by Hadji- 
Dimo et al. (19). Roach and Reese (26) showed that 
acute alcohol intoxication decreased utilization of 
brain glucose. Altura et al. (27-29), using a rat brain 
preparation, demonstrated graded contractile responses 
in cortical arterioles and venules at ethanol concentra- 
tions of 10—500 mg/dl. Regardless of whether ethanol 
administration was intravenous, intraperitoneal, intra- 
carotid, or perivascular, higher concentrations of alco- 
hol caused irreversible spasms often followed by rup- 
ture. These investigators also reported similar findings 
in studies that used isolated canine cerebral and basilar 
arteries. 

Goldfarb et al. (30) found reduced differences in ox- 
ygen in arterial and jugular vein blood (indicating re- 
duced cerebral oxygen metabolism) in patients hospi- 
talized while intoxicated. Loman and Myerson (31) 
found inconsistent changes in cerebral gluccse and ox- 
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ygen metabolism during intravenous infusion of 50-85 
cc of absolute alcohol as a 5% solution. Hine et al. 
(32), using the Kery-Schmidt technique, found modest 
but statistically significant decreases in CBF and cere- 
bral metabolism 20 minutes after subjects ingested 90- 
proof whiskey (0.5 ml/kg of body weight). The au- 
thors, however, pointed out that in spite of the statistical 
significance, the changes were very inconsistent. 

Battey et al. (33) measured CBF with the same tech- 
nique before and during the intravenous infusion of 
5%-10% solutions of ethanol in 15 patients conva- 
lescing from a variety of medical illnesses. Patients 
who were brought to the hospital emergency room 
with severe alcoholic intoxication were also studied. 
Measurements were performed 1—2 hours after admis- 
sion and 15—24 hours later, when the patients were 
sober. During alcohol intoxication, with high blood 
levels (0.3 mg/dl), there was a pronounced increase in 
CBF and reduction in cerebral oxygen metabolism and 
cerebrovascular resistance. 

Sutherland et al. (34) could not demonstrate any 
changes in CBF or cerebral metabolism following the 
oral administration of 1 mg/kg of ethanol. Miyazaki 
(35) studied changes of internal carotid and brachial 
artery flow with an ultrasonic Doppler technique after 
subjects drank 2 ml of abSolute alcohol in 20 ml of 
water. No alterations in either arterial flow were found 
in 41.7% of the sudjects. While 25% of the subjects 
showed a slight increase in internal carotid and bra- 
chial flow, another 25% showed a conspicuous in- 
crease in internal carotid artery flow with no changes 
in brachial flow. A few subjects (8.3%) showed a con- 
spicuous increase in peripheral circulation with no al- 
teration in cerebral circulation. 

More recently, Newlin et al. (36), using the xenon- 
133 inhalation technique, measured CBF 1 hour after 
oral administration of 0.75 g/kg of alcohol. Control 
measurements were made in the same subject, under 
resting conditions, on the same day or a different day. 
Alcohol intoxication was associated with a global in- 
crease in gray matter flow. This increase was bilater- 
ally symmetrical in the posterior regions, but the right 
anterior region showed more pronounced change than 
the corresponding area on the opposite side. 

We measured changes in regional CBF with the xe- 
non-133 inhalation technique during ethanol intoxica- 
tion (0.5 g/kg) in 14 (and after placebo in 12) physi- 
cally and mentally healthy subjects who had been drug 
free for a minimum of 2 weeks (double-blind study) 
(37). Postethanol CBF, after correction for CQ, level, 
showed a bilateral global increase. 

Volkow et al. (38) used O-labeled water and PET 
to examine the effects of 0.5 g/kg and 1 g/kg of ethanol 
on CBF in 13 normal social drinkers. Both doses of 
ethanol reduced blood flow to the cerebellum, al- 
though it was significantly reduced only at the high 
dose. The high dose increased blood flow to the right 
temporal and prefrontal cortex, especially 60 minutes 
after ethanol was given. 

Two recent studies evaluated ethanol-induced 
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changes in cerebral glucose metabolism with ['8F]2- 
fluoro-2-deoxy-D-glucose and PET. The study by de 
Wit et al. (39) measured cerebral glucose metabolism 
after a placebo and after 0.5 g/kg and 0.8 g/kg of eth- 
anol in eight healthy male volunteers during three vis- 
its to the laboratory at 7-day intervals. While the low 
dose of ethanol produced nonsignificant, variable 
changes, the high dose decreased global cerebral glu- 
cose metabolism significantly; regional differences 
were not striking. Volkow et al. (40) measured cere- 
bral glucose metabolism under baseline conditions and 
after 24 hours of ethanol administration (1 g/kg) in six 
normal subjects and six alcoholics. After ethanol, cor- 
tical and cerebellar glucose metabolism decreased, 
with minimal changes in the corpus callosum and basal 
ganglia. The alcoholics showed the more pronounced 
changes. 

Berglund et al. (41) reported an increase of 30%— 
60% in CBF in a 61-year-old man during an alcoholic 
blackout (blood alcohol level=0.38%), as compared 
to findings of repeated studies in the same man during 
abstinence. 

The animal literature on this subject is inconclusive. 
Most human studies suggest that cerebral vasodilation 
occurs with small doses of alcohol and that higher 
doses produce cerebral vasoconstriction. The confu- 
sion in-the literature can be explained by differences in 
the Aypes of subjects studied and the doses of alcohol 
used. À 

It is important to note that ethanol can produce CBF 
changes in opposite directions through different mech- 
anisms. Ethanol is a well-known cerebral depressant 
and, like other sedatives, it should reduce CBF as a 
result of its effect on brain function. PET scan studies 
showing reduced glucose metabolism after ethanol 
support this possibility. However, in small doses, eth- 
anol has a disinhibiting effect that may produce an 
increase in CBF, at least in certain brain regions (sub- 
cortical). Alcohol is vasoactive and induces vasodila- 
tion in the periphery (42); such a mechanism may also 
be operant in the cerebral vascular bed. Acetaldehyde 
is a vasodilator (32), and individuals differ in the 
amount of acetaldehyde produced after a standard 
dose of ethanol (43). 


Withdrawal 


Eisenberg (44), using the Kety-Schmidt technique, 
found a reduction in CBF and cerebral oxygen and 
glucose metabolism in six patients with delirium tre- 
mens. Marx et al. (45), using the same measurement 
technique, studied cerebral metabolism and CBF in 
seven patients who had mild alcoholic delirium (with- 
out hallucinations or confusion), another seven pa- 
tients who had acute delirium tremens (with halluci- 
nations and confusion), and nine patients who were 
free of delirium. They were unable to demonstrate sta- 
tistically significant differences in CBF or cerebral me- 
tabolism among the three groups. Berglund and Ris- 
berg and associates (46, 47) made serial bilateral CBF 
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measurements with the xenon-133 inhalation tech- 
nique during 13 withdrawal periods in 12 male alco- 
holics. They found a significant reduction in global 
CBF, which was most marked in patients with clouded 
sensoria and after an extended binge, during the first 2 
days of withdrawal. Auditory and visual hallucina- 
tions were associated with elevated CBF in temporal, 
parietal, and occipital regions. They found an inverse 
correlation between degrees of confusion and CBF. 

Hemmingsen et al. (48) measured regional CBF with 
xenon-133 and SPECT in 12 alcoholics during with- 
drawal before and after barbital treatment. Measure- 
ments were obtained at a similar interval in 10 normal 
subjects. The alcoholic patients were subdivided into 
three groups at the time of admission: those with hal- 
lucinations and agitation (N=4), those with hallucina- 
tions without agitation (N=4), and those with no hal- 
lucinations or agitation (N=4). The first group showed 
significantly higher CBF than the other two groups 
during the first measurement. CBF after withdrawal 
was significantly lower for the first two groups. None 
of the pre- or postwithdrawal CBFs differed signifi- 
cantly from the control values. The values were ad- 
justed for blood alcohol concentration and CO, level. 
Psychomotor agitation was significantly correlated 
with CBF, but hallucinations and confusion were not. 
The small number of subjects in each subcategory 
raises questions about the validity of the results. 

Campbell ‘et al. (49) studied glucose uptake with 
[*4C]2-deoxy-D-glucose and autoradiography in rats 
during ethanol withdrawal syndrome. There was a 
general increase in glucose uptake, which was most 
pronounced in the sensorimotor cortex, globus palli- 
dus, thalamus, and cerebellum. 

The variability in CBF during withdrawal is not sur- 
prising in view of the multiplicity of withdrawal symp- 
toms and variations in severity from patient to patient. 
In most cases, there seems to be a decrease in CBF; 
however, an increase is seen in hallucinating and agi- 
tated patients. 


Long-Term Effects 


Rogers et al. (50) used the xenon-133 inhalation 
method to study the relation between social drinking 
and CBF in 218 normal volunteers divided into four 
groups according to their average alcohol intake dur- 
ing a 5-year period. They found a progressive reduc- 
tion in CBF that was inversely correlated with the 
amount of alcohol consumed, even after the CBF val- 
ues were adjusted for the presence of risk factors for 
cerebrovascular diseases, such as hypertension, hyper- 
lipidemia, heart disease, and diabetes. Shimojyo et al. 
(51) found a 36% reduction in CBF and cerebral me- 
tabolism during the acute stages of Wernicke-Korsa- 
koff encephalopathy, which persisted for 5-28 days 
after abstinence. Reduced CBF and cerebral metabo- 
lism in acute Wernicke-Korsakoff syndrome were also 
reported by Headlund et al. (52) and Kruger and 
Hoyer (53). Simard et al. (54) and Berglund and Ingvar 
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(55), using the intracarotid xenon-133 technique, 
found a large variance in mean CBF in patients with 
chronic Korsakoff psychosis. More recently, Meyer et 
al. (56) reported a decrease in gray and white matter 
flow, measured with the xenon-133 inha ation tech- 
nique, in 19 males with acute Wernicke-Kozsakoff syn- 
drome and an increase in CBF after absrinence and 
treatment with thiamine. The same authors also re- 
ported reduced gray matter flow (which returned to 
normal with abstinence) and normal white matter flow 
in chronic alcoholics without Korsekoff’s syndrome 
(57). 

Samson et al. (58) measured cerebral glucose metab- 
olism with ['8F]2-fluoro-2-deoxy-D-glucose and PET 
in six neurologically normal primary alcozolics (four 
men and two women) and in age-matched control sub- 
jects. They observed a nonsignificant trend zoward de- 
crease in glucose metabolism in most cortical regions 
in the alcoholics. In subcortical regions amd the cere- 
bellum, the metabolic rate was very similar in the al- 
coholics and the control subjects. When the absolute 
regional metabolic values were expressed as ratios of 
the corresponding mean cortical values, tre ratio for 
the mediofrontal region was significantly bower in the 
alcoholics. 

Sachs et al. ($9) studied cerebral gluccse metabo- 
lism, using [!1C]2-deoxy-D-glucose and FET, in 10 
chronic alcoholics without Korsakoff’s psychosis and 
in 25 control subjects. The alcoholics shoaved signifi- 
cantly lower glucose metabolism for the entire brain 
and fewer significant interregional correlat:ons. Unlike 
the control subjects, eight cf the nine right-handed al- 
coholics did not have an increase in right hemisphere 
metabolism during a nonverbal auditory stimulus. 
Kessler et al. (60) reported global reduction in cerebral 
glucose metabolism, measured with ['®Fj2-fluoro-2- 
deoxy-D-glucose and PET, in six alcoholics with Kor- 
sakoff’s syndrome. 

There is some uncertainty about whetker all alco- 
holics with varying degrees of dementia show reduced 
CBF. In a review, Berglund (61) concluced that the 
average 30- to 40-year-old alcoholic is likely to have 
normal CBF values. He pointed out tha: alcoholics 
with delirium tremens and hepatic cirrhosis are more 
likely to have reduced CBF. However, rhe findings 
from several other laboratories seem to argue against 
this conclusion (51-54, 56—60). The findings by Berg- 
lund indicating a greater vulnerability of right hemi- 
sphere CBF to the effects of chronic alcoholism (61) 
could not be confirmed by Meyer and associates (56, _ 
57). Chronic alcoholism is associated witk white mat- 
ter lesions (62), and therefore the effect o7 alcohol on 
white matter flow is relevant. Unfortunately, the xe- 
non-133 inhalation technique, used by most investiga- 
tors, does not measure white matter flow adequately 
(16). With the intracarotid xenon-133 injection tech- 
nique, Berglund and Ingvar (55) and Johanzesson et al. 
(63) found reduced white matter flow in caronic alco- 
holics. However, Meyer ard associates cculd find re- 
duction in gray matter perfusion only ir. Wernicke- 
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Korsakoff patients (56) and not in patients with 
alcoholic dementia without Wernicke-Korsakoff syn- 
drome (57). 


Clinical Significance 


A number of studies ranging from case reports (64) 
to large-scale studies have consistently pointed to an 
association between ethanol and stroke, especially 
cerebral hemorrhage, in young adults (65-72). Acute 
intoxication immediately preceded stroke in many 
instances. 

The association between alcohol ingestion and 
stroke can be explained by a variety of mechanisms 
(73). Alcoholism can lead to hypertension, which is 
closely related to stroke. Similarly, alcohol can accen- 
tuate cardiac arrhythmias and cardiomyopathy, both 
of which can be related to stroke. Changes in clotting 
mechanisms and increases in hematocrit and plasma 
osmolarity are other factors related to excessive alco- 
hol consumption and stroke. Animal studies point to 
alcohol-induced cerebral vasospasm as a causal mech- 
anism. Increase in CBF following mild to moderate 
degrees of intoxication, which several human studies 
seem to suggest, mzy increase the risk for cerebral 
hemorrhage after minor head injuries. 

Decrease in CBF in chronic alcoholism is most likely 
due to associated loss of brain tissue. In other types of 
dementias, reductions in CBF have been reported (52— 
54). Reversibility of the change in CBF (as well as in 
cognitive dysfunction) with abstinence and appropri- 
ate treatment suggests that part of the decrease in CBF 
may be due to brain dysfunction. 


SEDATIVES AND ANTIANXIETY AGENTS 
Acute Effects 


Earlier research carried out with the Kety—-Schmidt 
technique consistently pointed to a dose-dependent de- 
crease in global CBF and cerebral oxygen metabolism 
after ingestion of barbiturates (74). More recent stud- 
ies on changes in CBF associated with bolus injections 
of benzodiazepines indicate bilateral decreases. Forster 
et al. (75, 76) showed bilateral decreases in CBF (un- 
related to CO, level) and cerebral metabolic rate for 
oxygen after 0.15 mg/kg of midazolam was given to 

_subjects studied with the xenon-133 inhalation tech- 
nique. Midazolam-induced decrease in CBF was 
blocked by concomitant administration of the benzo- 
diazepine antagonist flumazenil (77). 

We used the xenon-133 inhalation technique to 
study the effects on CBF of tranquilization induced 
with small doses of diazepam (78). CBF was measured 
before and 5 minutes after slow intravenous adminis- 
tration of 0.1 mg/kg of diazepam (meant+tSD=7+1.6 
mg) or normal saline given on a double-blind basis. 
The subjects were specifically instructed to stay awake 
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with eyes open, and none of the subjects became 
drowsy during the experiment. Five male and five fe- 
male subjects received diazepam, while another group 
of five male and five female subjects received saline. 
Hemispheric CBF corrected for changes in end-tidal 
CO, level showed a significant decrease in the right 
hemisphere and a nearly significant decrease in the left 
hemisphere (p<0.06). The most significant change oc- 
curred in the frontal lobe, especially on the right side. 

Indirect sources of evidence indicate that the non- 
dominant hemisphere is the site of action for barbitu- 
rates and alcohol, which also induce tranquilization, 
euphoria, and disinhibition (46, 79). The frontal lobe 
has dense connections with subcortical structures and 
has long been associated with arousal and emotions 
(80). Psychosurgical techniques such as capsulotomy 
and frontobasal tractotomy, which reduce anxiety and 
tension, also reduce frontal perfusion (81). It must be 
noted that frontal lobe lesions and psychosurgery can 
induce indifference, silliness, euphoria, and disinhibi- 
tion (82), which are also known to occur following the 
administration of diazepam, alcohol, and barbiturates. 
Thus, it is possible that the mood changes induced by 
moderate doses of these drugs are mediated through 
suppression of the nondominant hemisphere, espe- 
cially the frontal lobe. However, the results of our 
study (78) need to be replicated with a larger number 
of subjects. 

Foster et al. (83) twice measured cerebral glucose 
metabolism with PET in five patients with probable 
Alzheimer’s disease (mean interval=4.2 months). On 
the first occasion, measurements were made when the 
subjects were at rest. On the second, laboratory con- 
ditions were identical except that an intravenous injec- 
tion of diazepam, titrated to maintain stage 2 sleep by 
clinical and/or EEG criteria, was given. The subjects 
were arousable with vigorous tactile stimulation but 
not with spoken words, and the blink response to eye- 
lash stimulation was extinguished. Cerebral metabolic 
rate for glucose decreased an average of 30% during 
diazepam administration, and the degree of decrease 
was dose related. There were no differences between 
the two hemispheres in diazepam-induced changes. 
Metabolism in different brain regions changed in an 
identical manner after diazepam. 


Long-Term Effects 


Buchsbaum et al. (84) measured cerebral glucose 
metabolism with PET before and after treatment with 
clorazepate in 18 physically healthy right-handed pa- 
tients with generalized anxiety disorder. The patients 
were randomly assigned to clorazepate (3.75 mg/kg) 
and a placebo for 21 days, and the drugs were admin- 
istered in a double-blind design. Metabolism of 12 
brain structures (for which human autopsy studies of 
benzodiazepine receptor binding were available) was 
analyzed. Greater reduction in metabolism was: found 
in the occipital and frontal cortex, especially on the 
right as compared to the left. Subcortical structures 


Am J Psychiatry 148:3, March 1991 


showed little alteration. Density of regional benzodi- 
azepine binding was significantly correlated with cere- 
bral metabolism. 

These studies clearly showed global reduction in 
CBF and cerebral metabolic rate, with no regional 
variation, after acute administration of sedating doses 
of antianxiety agents. However, acute administration 
of nonsedating doses of benzodiazepines and long- 
term treatment of anxiety with nonsedating doses of 
benzodiazepines have produced regional differences. 
Intravenous administration of nonsedating doses of di- 
azepam produced more significant changes in CBF in 
the rigkt hemisphere, especially the frontal region. 
Long-term treatment with clorazepate induced a de- 
crease in glucose metabolism in the occipital and fron- 
tal cortex, especially on the right side as compared to 
the left. The drug seemed to have a minimal effect on 
subcortical metabolism. No information is available 
on the effect of benzodiazepine withdrawal on CBF 
and cerebral metabolism. 


STIMULANTS 


The physiological and behavioral effects of stimu- 
lants have become important along with the increasing 
popularity of cocaine as a drug of abuse (85). Stimu- 
lants increase pulse rate, blood pressure, and auto- 
nomic activity. Many of these drugs stimulate the res- 
piratory center and cause hypocapnia. Most stimulants 
are sympathetic agonists. The multiple mechanisms 
through which these drugs can influence CBF make 
study of their effects difficult. 


Caffeine 


Acute effects. Caffeine is widely used for its CNS- 
stimulating property. Excessive use of the drug has 
been associated with anxiety, restlessness, and depres- 
sion (86). The literature on the effect of caffeine on 
CBF in animals is inconclusive (87). On the other 
hand, studies conducted in humans with the Kety- 
Schmidt technique have consistently indicated a caf- 
feine-related decrease in CBF (88-92). We and our 
colleagues conducted a series of experiments with the 
xenon-133 inhalation technique on the effect of caf- 
feine on CBF in human beings which confirmed previ- 
ous reports of global cerebral vasoconstriction, with 
no regional variations, after a relatively small dose of 
the drug (250 mg) (93-96). In older subjects (mean+SD 
age=64.0+9.4 years) caffeine was not associated with 
any significant reduction in CBF (95). 

Long-term use and withdrawal. Another study eval- 
uated the effect on CBF of chronic caffeine intake and 
sudden withdrawal (96). Eight subjects who gave a 
history of consuming more than six cups of coffee daily 
for a minimum of 3 years (the high-caffeine group) 
participated in this project. Matched subjects whose 
daily caffeine intake had been less than three cups for 
a minimum of 3 years constituted the low-caffeine 
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group. CBF was measured three times in each partici- 
pant in both groups: 1) before and 2) 30 miautes after 
the ingestion of 250 mg of caffeine and 3) after 24 
hours of abstinence from caffeine. In the high-caffeine 
group, caffeine ingestion was associated with a signifi- 
cant reduction in CBF. After 24 hours of abstinence 
from caffeine, the high-caffeine group showed an in- 
crease in CBF that reached statistical significance in 
several frontal regions bilaterally. There were no 
changes in CBF in the low-caffeine group after 24 
hours of abstinence. 

These studies clearly show that a small dose of caf- 
feine (250 mg), equal to two cups of drip coffee (86), 
induced a significant reduction in global CBF that 
lasted more than 90 minutes. A similar decrease in 
CBF is seen after ingestion of caffeine even in people 
who consume large quantities of it. These findings ar- 
gue against the development of tolerance to a caffeine- 
induced decrease in CBF. Caffeine withdrawal in con- 
sumers of large amounts of caffeine was associated 
with an increase in CBF. The precise mechanism re- 
sponsible for the caffeine-induced cerebral vasocon- 
striction is unclear. The changes in CBF were unrelated 
to changes in general circulation and CO, levels. Sim- 
ilarly, caffeine in a dose sufficient to induce cerebral 
vasoconstriction (250 mg) did not increase anxiety lev- 
els. Caffeine given in low doses has been shewn to bind 
to adenosine receptors in a dose-dependent manner 
(97). Adenosine is a powerful cerebral vasodilator 
(97), and therefore adenosine receptor blockade by 
caffeine would seem to be the most plausible explana- 
tion for the reduction in CBF. 

Clinical significance. Caffeine-induced decrease in 
CBF is clinically significant in several ways. Blood is 
the vehicle through which drugs that act on the CNS 
reach the brain. Caffeine-induced cerebral vasocon- 
striction that is sustained after 90 minutes can thus 
reduce drug delivery to the brain. The reduction in 
CBF after caffeine intake does not seem severe enough 
to cause symptoms of cerebral ischemia in normal sub- 
jects. However, it is unclear whether it increases the 
risk for transient ischemic attacks ard cerebral infarc- 
tion in high-risk individuals and in those recovering 
from cerebrovascular accidents. Over-the-counter diet 
preparations and illicit drugs that contain caffeine and 
phenylpropanolamine have been reported to cause 
confusion, psychosis, seizures, and stroke (98). Phenyl- 
propanolamine-induced hypertensive crisis is generally 
considered to be responsible for this; cerebral vasccon- 
striction secondary to intake of caffeine may be an 
additional contributing factor. Caffeine-induced changes 
in CBF may also be relevant in dementias that are 
associated with reduced cerebral perfusion. 


Amphetamines 
Amphetamines are stimulants well-known for their 
addiction potential. Research on the effects of amphet- 


amines on CBF has produced conflicting results beth in 
human beings and in animals. Substantial increases in 
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CBF and cerebral metabolic rate were reported in rats 
after intravenous administration of amphetamine (99, 
100). However, in monkeys, although increases in ce- 
rebral metabolism and CBF were seen after intraca- 
rotid administration of small doses of amphetamine, 
large doses caused cerebral vasospasm and decreased 
CBF (101, 102). 

Wechsler et al. (193) used [!*C]2-deoxy-D-glucose 
and autoradiography to study conscious rats given a 
dose of amphetamine and demonstrated an increase in 
glucose metabolism in components of the extrapyram- 
idal system (especialy the subthalamic nucleus and 
zona reticulata of the substantia nigra) and a decrease 
in metabolism in the habenula and suprachiasmatic 
nuclei. Orzi et al. (104), with the same technique, 
found an increase in glucose metabolism in the extra- 
pyramidal system in rats after 5 mg/kg of ampheta- 
mine was given. Progressive escalation of the dose to 
15 mg/kg over 3 weeks resulted in an increase in me- 
tabolism in the nucleus accumbens, which the authors 
felt might have been related to amphetamine psychosis. 

Studies with the Kety-Schmidt technique in human 
beings did not reveal any global changes in CBF or 
cerebral metabolism after 29 mg of amphetamine were 
administered (87, 105). More recently, Berglund and 
Risberg (106) reported a substantial increase in CBF, 
especially to the left hemisphere and frontal lobes, in 
an amphetamine addict after he reported that he had 
ingested the drug (106). 

We measured CBF with the xenon-133 inhalation 
technique before and after intravenous injection of 15 
mg of dextroamphetamine sulfate in 10 physically and 
mentally healthy subjects and after injection of saline 
in 12 control subjects (107). Amphetamine was asso- 
ciated with a significant increase in blood pressure and 
a decrease in CO). Scores on the Profile of Mood States 
(POMS) (108) showed postamphetamine increase in 
vigor. Subjects who received amphetamine showed a 
trend toward a decrease in CBF that did not reach 
statistical significance in most brain regions. 

Kahn et al. (109) measured CBF with the xenon-133 
inhalation technique before and 30 minutes after in- 
travenous infusion of dextroamphetamine (0.3 mg/kg) 
and saline in 12 right-handed, physically and mentally 
healthy male volunteers. Postamphetamine CBF showed 
a significant global decrease, which became nonsignifi- 
cant when the CBF values were corrected for CO, 
level. Amphetamine was associated with a significant 
increase in autonomic and behavioral arousal. Wolkin 
et al. (110) quantified cerebral glucose metabolism 
with PET after placebo and after 0.5 mg/kg of dextro- 
amphetamine in 10 scaizophrenic patients and six con- 
trol subjects. Both groups showed a generalized post- 
amphetamine reduction in cerebral metabolic rate, 
which was significan- for frontal regions bilaterally 
and the left temporal region in the control subjects. 
Plasma amphetamine level was inversely correlated 
with cerebral metabolism in several regions. 

Amphetamine is a stimulant and would therefore be 
expected to cause an increase in CBF. Thus, the trend 
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toward postamphetamine decrease in CBF is difficult 
to explain. Correction for CO, level did not alter the 
results. CBF is autoregulated (2-4), and therefore 
modest postamphetamine increase in blood pressure is 
unlikely to be the explanation. As was pointed out 
earlier, cerebral blood vessels receive sympathetic in- 
nervation (8), and amphetamine is a sympathetic ago- 
nist. Postamphetamine decrease in cerebral metabolic 
rate suggests a corresponding reduction in brain activ- 
ity. It is possible that suppression of the cortex, which 
normally inhibits subcortical centers (80), is involved 
in inducing feelings of elation and disinhibition. How- 
ever, Wolkin et al. (110) found reduced subcortical 
metabolism in subjects given amphetamine. It may be 
argued that PET scan does not have enough spatial 
resolution to image various subcortical structures sat- 
isfactorily. However, autoradiographic studies of rats 
support the possibility of increased subcortical activity 
after amphetamine. 


Cocaine 


Acute effects. London et al. (111), with the [14C]2- 
deoxy-D-glucose and autoradiography technique, 
demonstrated an increase in glucose metabolism in the 
extrapyramidal system of rats after intraperitoneal ad- 
ministration of cocaine. Porrino et al. (112), using the 
same technique, found increased metabolism in the 
medial prefrontal cortex and nucleus accumbens after 
administration of 0.5 mg/kg of cocaine; the authors 
argued that this might be related to the reinforcing 
properties of the drug. A dose of 1 mg/kg produced 
more widespread increases in cerebral metabolism. 

London et al. (113) used ['8F]2-deoxy-D-glucose 
and PET to examine the effects of 40 mg of cocaine 
hydrochloride given intravenously to eight polydrug 
abusers in a double-blind, placebo-controlled cross- 
over study. Most brain regions (except the pons and 
cerebellum) showed decrements in glucose metabolism 
after the drug was given. 

Long-term effects. Volkow et al. (114) compared 
CBF measured with 'O-labeled water and PET in 20 
right-handed male cocaine users (average age=27 
years, range=21—-34) and 24 healthy, right-handed 
male volunteers of comparable age. At the time of the 
study, the patients were hospitalized for drug detoxi- 
fication. Neuropsychological testing with the WAIS in- 
dicated derangement in the arithmetic and digit span 
subtests. PET scanning was done within 72 hours of 
admission to the hospital and repeated 10 days later. 
Subjects were drug free during this period. Seven of the 
24 normal subjects showed one area of decreased CBF; 
of the 20 cocaine users, 14 showed at least one area of 
abnormal CBF before detoxification and nine after 
detoxification. Nine of the cocaine users showed more 
than one abnormal area before detoxification and six 
after detoxification. None of the normal subjects 
showed more than one abnormal area. Abnormal ar- 
eas of reduced isotope uptake tend to occur more fre- 
quently in the left frontal and left parietal cortex. Co- 
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caine abusers showed significantly lower relative CBF 
values for the prefrontal cortex than did the normal 
control subjects before and after detoxification. 

Baxter et al. (115) used PET to compare cerebral 
glucose metabolism in an unspecified number of co- 
caine abusers, after 2—5 days of abstinence, to that of 
normal subjects and patients with unipolar and bipolar 
depression. Cocaine abusers did not show any changes 
in cerebral glucose metabolism. However, the study 
was limited by the number of participants and the 
design. 

Clinical significance. A high incidence of cerebrovas- 
cular accidents following amphetamine and cocaine 
abuse has been reported (116, 117). The exact reasons 
for the deranged blood flow to the brain in cocaine 
abusers and its relation to the cerebrovascular disor- 
ders are unclear. There are various explanations, in- 
cluding activation of vasoconstrictive cerebral sympa- 
thetic fibers, vasoconstriction mediated through other 
neurotransmitters, cerebral vasculitis, and sudden in- 
crease in perfusion pressure (117). 

Animal studies conducted with autoradiography 
suggest an increase in cerebral glucose metabolism in 
dopaminergic tracts after cocaine (similar to the in- 
crease after amphetamine). However, human studies 
show reduced cerebral glucose metabolism after co- 
caine and amphetamine. Attempts to explain these re- 
sults may be premature in view of the small number of 
studies, the limited number of participants, and the 
difficulty of satisfactorily imaging most subcortical 
structures of interest with PET. 


NICOTINE 
Acute Effects 


Early studies conducted with the Kety-Schmidt tech- 
nique found no changes in CBF after cigarette smoking 
(118). Skinhoj et al. (119) measured CBF, with the 
xenon-133 intracarotid injection technique, and cere- 
bral oxygen metabolism in 23 patients under resting 
conditions after they had smoked a cigarette. Cigarette 
smoking increased gray matter flow by 15.7%, and 
there were no regional variations. CO, levels did not 
show any appreciable changes. When cerebral meta- 
bolic rate for oxygen was computed from the differ- 
ence between oxygen in blood samples from an artery 
and the superior jugular bulb in 13 subjects, smoking 
did nor alter it significantly. Cerebral oxygen metabo- 
lism ard CBF were measured before and after nicotine 
infusion (1.5 mg/mm) in 10 subjects. Nicotine in- 
creased CBF without producing any significant changes 
in oxygen metabolism. 


Long-Term Effects 


Cigarette smoking is a well-known risk factor for 
stroke. Kubota et al. (120), using the xenon-133 inha- 
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lation technique, found significantly lower CBF in 37 
smokers after 3 hours of abstinence than in 74 
matched nonsmokers. The smokers had significantly 
lower levels of high-density-lipoprotein cholesterol 
and higher total cholesterol levels, sugges-ing the pos- 
sibility of atherosclerotic changes in cerebral blood 
vessels. 

Rogers et al. (121) obtained CBF measurements in 
268 neurologically normal subjects d:vided into 
groups of nonsmokers, smokers who had quit, and 
current smokers that were matched for age and sex. 
The nonsmokers had the highest CBF and the current 
smokers the lowest; the smokers who had quit were in 
between. CBF was also measured in 11 subjects before 
and after they quit smoking. CBF values iacreased sig- 
nificantly after cessation of smoking. Magnitude of in- 
crease in CBF and duration of abstinence from smok- 
ing in the first year showed a parallel relationship. 


MARIJUANA 
Acute Effects 


We measured CBF with the xenon-133 inhalation 
technique in nine experienced and 17 inexperienced 
marijuana smokers before and after they smoked a 
high-potency marijuana cigarette and a placebo ciga- 
rette (122). CBF in a control group was measured 
twice under resting conditions. Mood states before and 
after smoking marijuana were quantified with the 
POMS. Analysis of POMS factors after marijuana 
smoking revealed an increase in anxiety in the inexpe- 
rienced smokers and a reduction in anxiety in the ex- 
perienced smokers. The inexperienced smokers also 
had a significant increase in depression and decrease in 
vigor, but neither variable changed in the other group. 
After marijuana, CBF decreased in the inexperienced 
smokers but increased in the experiencec smokers, in 
comparison with the two measurements i the control 
subjects. In both groups of marijuana smokers, 
changes in CBF after placebo were sim_ar to those 
associated with marijuana smoking. However, in the 
inexperienced smokers, the marijuana-induced de- 
crease in CBF was significantly greater than that asso- 
ciated with placebo. There were no statistically signifi- 
cant differences between the increase in CBF seen after 
placebo and after marijuana in the exper-enced smok- 
ers. Anxiety, anger, fatigue, confusion, ard depression 
had significant negative correlations with CBF, while 
vigor had a positive correlation. The anxiety factor 
was the only one to account for a significant percent- 
age of the change in CBF (partial correlation with hem- 
ispheric CBF). 

Higher anxiety levels in inexperienced smokers after 
marijuana smoking are well-known (123). The inverse 
correlation between anxiety level and CEF is in keep- 
ing with the findings reported by several other inves- 
tigations (124). The increase in CBF in experienced 
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smokers who did not become anxious after marijuana 
is suggestive of brain activation. The influence of the 
vasodilative effect of marijuana on CBF is unclear at 
the moment. 


Long-Term Effects 


Chronic marijuane smoking has been associated 
with a wide variety of neurobehavioral syndromes, in- 
cluding psychosis, mood disturbances, and confusional 
states (123). We measured CBF in 17 physically and 
mentally healthy subjects who gave histories of mari- 
juana smoking for over 6 months and in matched con- 
trol subjects (125). The marijuana smokers showed a 
tendency toward lower CBF values than those of the 
control subjects. The experienced marijuana smokers 
mentioned earlier (122), who were more impaired, 
showed lower CBF tkan control subjects. 

Tunving et al. (126) obtained CBF measurements 
with the xenon-133 inhalation technique in nine 
chronic heavy users cf marijuana who were hospital- 
ized. These subjects were in good health except for 
psychiatric problems associated with cannabis use, 
such as sleep disturbances, anxiety, and irritability. All 
subjects showed high concentrations of cannabis 
metabolites, but no other drugs, on urine drug screens. 
A group of healthy volunteers matched for age and sex 
served as control subjects. During the first CBF meas- 
urement, hemispheric mean flow was significantly 
lower, with no regional differences, in the cannabis 
users. In four patients in whom a second measurement 
was made after several weeks of abstinence, the mean 
flow had increased ky 12% and the difference was 
statistically significant. The flow values were adjusted 
for differences in CO, level. 

Miid to moderate users of cannabis with no signifi- 
cant physical or psychiatric complications show nor- 
mal CBF. However, Leavy users of marijuana show a 
decrease in CBF, which tends to return to normal with 
abstinence. There are only two studies available on the 
subject, and no firm conclusions can be drawn. 


INHALANTS 


A wide variety of substances, including rubber ce- 
ment, shoe conditioners, gasoline, ether, chloroform, 


and adhesives, produce a sense of intoxication when 


inhaled in large quantities (127—129). Large numbers 
of individuals, mainly adolescents and adult male ho- 
mosexuals, inhale volatile nitrites for recreational pur- 
poses (130). 


Acute Effects 
Nitrite inhalation is followed by dilation of several 


vascular beds, includ:ng coronary vessels, with a de- 
crease in systolic and diastolic blood pressure and an 
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increase in heart rate (130). Earlier studies indicated an 
increase in CBF following inhalation of amyl nitrite 
(87). 

We measured CBF, mood states, and somatic symp- 
toms before and after inhalation of amy! nitrite in 10 
physically healthy volunteers with histories of using 
volatile nitrites for recreational purposes (131). CBF 
was measured twice at a similar interval with the same 
technique in an equal number of normal volunteers. 
Inhalation of amyl nitrite was associated with a sig- 
nificant increase in global CBF, with no regional vari- 
ation, unrelated to level of CO . Increase in pulse rate 
was the only physiological change associated with the 
drug. Subjects who received the drug reported a sig- 
nificant decrease in anger, fatigue, and depression and 
increased palpitation, breathing difficulty, dizziness, 
and headache. Changes in mood, physiological indices, 
and somatic symptoms after inhalation of the drug 
were not correlated with CBF. Amy] nitrite is a vaso- 
dilator, and this vascular effect is the most probable 
explanation for the increase in CBF. However,’ drug- 
induced activation of the brain might have contributed 
to the increase. l 

Most organic solvents (e.g., chloroform, ether, 
trichloroethylene) are vasoactive and they dilate cere- 
bral blood vessels (74). It is unclear whether the in- 
crease in CBF is merely an epiphenomenon or is caus- 
ally related to the addictive nature of these drugs. The 
latter would seem likely, since the inhalants that are 
abused are chemically heterogeneous, but all of them 
are cerebral vasodilators. r 


Long-Term Effects 


Long-term exposure to organic solvents is associated 
with such neurotoxic symptoms as irritability, emo- 
tional lability, and memory disturbances (127—129). 
Most of these symptoms are reversible, indicating an 
underlying abnormality of brain function. House 
painters with a tentative diagnosis of CNS toxicity and 
CT findings suggestive of brain atrophy were found to 
have a 19% reduction in CBF, as compared to values 
in control subjects (132). Maximilian et al. (133), us- 
ing the xenon-133 inhalation technique, showed a 6% 
decrease in CBF in 32 factory workers exposed to sol- 
vents. Using the same technique, Risberg and Hagsta- 
dius (134) confirmed these findings in 50 sugar refinery 
workers exposed to a mixture of solvents. The most 
marked decrease in CBF was seen in frontotemporal 
regions. CBF response to mental activation was pre- 
served in these subjects. Hagstadius et al. (135) meas- 
ured CBF with the same technique in 28 paint factory 
workers with neurotoxic symptoms while they were 
exposed to solvents and 24—84 months after cessation 
of exposure. The initial measurement showed a de- 
crease in CBF in frontotemporal regions; this had re- 
turned to normal at the second measurement. 
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Clinical Significance 


Cerebral vasodilation induced by these agents might 
account for the dizziness, syncope, and vascular head- 
ache that frequently accompany inhalant abuse (130). 
Rupture of a basilar artery aneurysm was reported to 
have accompanied sexual arousal after nitrite use in a 
43-year-old man (136). The cardiovascular effects of 
orgasm, including tachycardia and hypertension, com- 
bined with the cerebrovascular effects of amyl nitrite 
- may have contributed to rupture of the aneurysm. This 
is important, since homosexual individuals often use 
nitrites to enhance the orgasmic experience and to re- 
lax the anal sphincter (130). Long-term exposure to 
solvents is associated with a variety of neurotoxic 
symptoms. Reports of morphological brain changes in 
subjects with such exposure can be found (129). The 
series of studies by Hagstadius and associates show 
that at least some of the symptoms can be explained 
by brain dysfunction, as indicated by the initial de- 
crease in CBF followed by an increase after cessation 
of exposure. 


OTHER DRUGS 


Surprisingly little information is available on the ef- 
fects of opiates on CBF and cerebral metabolism. Ear- 
lier studies indicated that there was an increase in CBF 
after administration of morphine (74). When adminis- 
tered in large doses to produce narcosis, opiates reduce 
CBF as expected (87), except in cases where CO, is 
increased because of respiratory depression. More re- 
cently, London et al. (137) evaluated the effects on 
cerebral glucose metabolism of 30 mg of morphine 
sulfate given intramuscularly to 12 polydrug users. 
Morphine reduced glucose utilization by 10% in the 
whole brain and by about 5%—15% in telencephalic 
areas of the cerebellar cortex. In the absence of well- 
designed studies with more accurate measurement 
` techniques, no firm conclusions are warranted, Nor- 
mal subjects and schizophrenic patients given LSD did 
not show changes in CBF or cerebral oxygen metabo- 
lism measured with the Kety-Schmidt technique (87). 

Strokes related to heroin abuse have been reported 
(9). A variety of mechanisms, including cerebral arteri- 
tis, endocarditis, and embolization, were implicated. 
Phencyclidine has been shown to lead occasionally to 
hypertensive encephalopathy. Cerebral vasospasm and 
hemiplegia after LSD injection have also been reported 
(9). : 


SUMMARY AND CONCLUSIONS 


With the advent of technologically sophisticated and 
relatively noninvasive imaging techniques, the study of 
acute and long-term effects of addictive substances on 
CBF and cerebral metabolism has become easier. In the 
normal brain, CBF and cerebral metabolic rate serve as 
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indices of brain function. This is of great importance,- 
since in all probability, behavioral effects of drugs de- 
pend on alterations in brain function. However, dzugs 
can induce changes in CBF through mechanisms other 
than brain function, such as changes in level of CO, (a 
potent cerebral vasodilator’ and direct effects on cere- 
bral vasculature. 

Earlier measurement techniques, such as the Kety- 
Schmidt technique, were invasive, and they provided 
single CBF and cerebral metabolism values for the en- 
tire brain. The intracarotid injection technique, for the 
first time, provided information on CBF to different 
brain regions. The xenon-133 inhalation technique is 
totally noninvasive and quantitates regional CBF in 
both hemispheres. PET and SPECT are more recent, 
three-dimensional techniques that provide information 
on subcortical flow and metabolism. 

Animal studies on the acute effects of ethyl alcohol 
on CBF have, by and large, yielded controversial 3nd- 
ings. However, a series of experiments showed irre- 
versible cerebral blood vessel spasms often followed by 
rupture in rat brain exposed to high concentrations of 
ethanol. Human studies in general indicate cerebral 
vasodilation; there is some suggestion that higher 
doses might induce cerebral vasocorstriction. The ex- 
tent to which vasoactive properties of ethanol may be 
responsible for this is unclear. Most, but not all, stud- 
ies conducted during ethanol withdrawal suggest de- 
crease in CBF and cerebra) metabolism. 

Chronic alcoholism is associated with reduced CBF 
and cerebral metabolic rate. This recuction is partially 
reversible with abstinence and treatment. The effect of 
ethyl alcohol on CBF is particularly relevant, since it 
has been identified as a leading cause of stroke, espe- 
cially in young adults. 

Narcosis induced by sedatives and antianxiety 
agents leads to global reduction in CBF and cerebral 
metabolism. However, diazepam in nonsedating doses 
reduces flow to the right hemisphere, especially to the 
frontal lobe. Long-term treatment with clorazepate 
was reported to decrease glucose metabolism in the 
occipital and frontal cortex, especially on the right 
side. 

Caffeine, even in small doses, is a pozent cerebral 
vasoconstrictor. Caffeine-induced cerebral vasocon- 
striction (resulting from a 250-mg dose), unrelated to 
the behavioral and other physiological effects, lasts 
more than 90 minutes. Caffeine withdrawal is often 
accompanied by cerebral vasodilation. Caffeine’s effect 
on CBF is relevant, since it might recuce delivery to the 
brain of other drugs that act on the CNS. In addition, 
drugs that combine caffeine and phenylpropanolemine 
have been reported to cause confusion, psychosis, sei- 
zures, and stroke. A decrease in CBF has been reported 
following ingestion of amphetamine, another com- 
monly abused stimulant. FET scans found that cocaine 
abusers have abnormal CBF. Cocaine and ampheta- 
mine abuse have been assaciated with a high incidence 
of cerebrovascular accidents. 

Cigarette smoke and nicotine infusion result in im- 
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mediate cerebral vasodilation, presumably because of 
the vascular effects of the latter. Chronic smokers 
show global reduction in CBF, which reverses, in part, 
upon abstinence. Cigarette smoking is believed to be a 
risk factor for stroke. 

Acute changes in CBF that accompany marijuana 
smoking seem to depend on the emotional response to 
the drug. Inexperienced suibjects who become panicky 
show a decrease in CBF, while experienced subjects 
who become euphoric show an increase. Chronic mar- 
ijuana smoking seems to induce a decrease that re- 
verses itself with abstinence. 

Most inhalants and solvents are vasodilators. Fac- 
tory workers with neurotoxic symptoms related to 
chronic exposure to organic solvents show reduced 
CBF, especially in the frontotemporal regions. Re- 
moval of the person from the factory is accompanied 
by normalization of CBF. 

Future research involving CBF and cerebral metab- 
olism is likely to provide information of considerable 
clinical and research significance. The addictive prop- 
erties of drugs probably depend on their ability to in- 
duce euphoria and a sense of well-being. These, in 
turn, depend on the increase or decrease in activity of 
various brain regions, which research on CBF and ce- 
rebral metabolism will help identify. Only a few stud- 
ies have examined the relation between euphoria and 
regional CBF, and no conclusions are justified at 
present. Recent years have seen a surge of interest in 
tae study of psychological and physiological charac- 
teristics of subjects who are at increased risk for alco- 
holism and substance abuse (138). Research on CBF 
and cerebral metabolism might provide information 
cn the neurobiological correlates of such characteris- 
t:cs. The CNS physio-ogy of withdrawal syndromes is 
another area in which this line of investigation is likely 
to provide useful information and might lead to the 
development of more effective treatment strategies. A 
number of addictive substances have been associated 
with increased risk for strcke. More information on 
the effects of these agents on CBF will therefore be 
relevant. Long-term effects of alcoholism and sub- 
stance abuse involve a variety of functional and or- 
ganic complications. It must be pointed out that func- 
tional and organic disorders may precede the onset of 
substance abuse and serve as predisposing factors. Re- 
search on CBF will facilitate the understanding of the 
neurobiological basis for such conditions and identify 
the brain regions that are affected. 
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Self-Injurious Behavior: A Review of the Behavior 
and Biology of Self-Mutilation 


Ronald M. Winchel, M.D., and Michael Stanley, Ph.D. 


Objective: The authors describe the clinical characteristics of self-injurious behavior, giv- 
ing special emphasis to self-injurious behavior occurring among individuals with character 
disorders. Data Collection: They review data suggesting the involvement of serotonergic, 
dopaminergic, and opiate neurotransmitter systems in the expression of self-injurious be- 
havior. Findings: Self-injurious behavior occurs among mentally retarded individuals, psy- 
chotic patients, prison populations, and individuals with severe character disorders. Al- 
though theoretical psychological models of self-injurious behavior are helpful in 
understanding the patient’s experience of self-injury, no generally useful therapeutic ap- 
proach has yet evolved from these models. Data derived from animal models and treatment 
studies suggest the involvement of opiatergic and dopaminergic mechanisms in self-injury 
among the menially retarded. Serotonergic influences on self-injurious behavior may be 
present in varying forms of this behavior. The scientific literature on the benefits of phar- 
macological agents for mentally retarded individuals is beset with a number of problems. 
Support is emerging, however, for the use of lithium and carbamazepine with self-injuring 
mentally retarded patients, and some behavioral interventions appear to be successful for 
mentally retarded individuals. Self-injuring patients with borderline personality disorder may 
benefit from milieu treatment. Conclusions: Although no form of treatment has yet been 
demonstrated to be of general benefit, the literature suggests that therapeutic trials with 
dopamine antagcnists, serotonin reuptake inhibitors, and opiate antagonists may be of value. 


(Am J Psychiatry 1991; 148:306-317) 


S elf-injurious behavior is a dramatic but poorly 
studied phenomenon. Successful treatments of this 
behavior remain elusive. Among the mentally retarded, 
behavioral approaches have achieved some successes 
and occasional benefits have been described with a va- 
riety of psychotropic medications. Among other cate- 
gories of self-injuring patients, such as individuals with 
severe character disorders, however, successful phar- 
macological, psychological, or psychodynamic treat- 
ment of this behavior appears to be uncommon. 

In this paper we describe the clinical characteristics 
of self-injurious behavior. Special emphasis is given in 
this review to self-injurious behavior occurring among 
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individuals with character disorders. We also review 
data that variously suggest the involvement of seroto- 
nergic, dopaminergic, and opiate neurotransmitter sys- 
tems in the expression of this behavior. Possible mod- 
els for underlying biological mechanisms may now be 
considered on the basis of animal models, response to 
treatment, and studies of neurotransmitter function in 
affected individuals. 

We propose that self-injurious behavior be defired 
as the commission of deliberate harm to one’s own 
body. The injury is done to oneself, without the aid of 
another person, and the injury is severe enough for 
tissue damage (such as scarring) to result. Acts that are 
committed with conscious suicidal intent or are asso- 
ciated with sexual arousal are excluded. Common 
forms of self-injurious behavior include cutting and 
burning the skin, banging the head and limbs, picking 
at wounds, and chewing fingers. 


BEHAVIORAL PATTERNS 


Self-injurious behavior may be categorized by the 
type of patient and the clinical context in which it 
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occurs: 1) mentally retarded individuals, 2) psychotic 
patients, 3) prison populations, and 4) individuals with 
character disorders (primarily borderline personality 
disorder). 


Mentally Retarded Individuals 


Self-injurious behavior is a serious problem in facil- 
ities that care for the mentally retarded. Estimates of 
the incidence of self-injurious behavior among such 
patients range from 3.5% to 40% (1-3). Outward- 
directed aggression is also common among the men- 
tally retarded and frequently coexists with self-injuri- 
ous behavior. Although present among individuals 
with mental retardation of many etiologies, the most 
dramatic and relentless form of self-injurious behavior 
occurs among children with Lesch-Nyhan syndrome. 

Lesch-Nyhan syndrome (4) is an X-linked enzyme 
deficiency disorder characterized by mental retarda- 
tion, spasticity, choreoathetosis, and, often, almost un- 
remitting self-injury. Compulsive and stereotypic self- 
injury, particularly finger-chewing, often requires that 
victims of the syndrome be maintained in almost con- 
stant physical restraints. Even in restraints, patients 
frequently manage to injure themselves by chewing 
their lips and oral tissues. Self-injurious behavior is 
also present among patients with another rare congen- 
ital disorder of retarded development, the Cornelia de 
Lange syndrome (5, 6), as well as among individuals 
with mental retardation of other etiologies, whose 
stereotypic self-injuring behavior is similar to that of 
children with Lesch-Nyhan syndrome and de Lange 
syndrome but less severe and less refractory to behav- 
ioral management. Self-injurious behavior among 
mentally retarded patients without Lesch-Nyhan or de 
Lange syndromes usually appears only after admission 
to a chronic care facility. 


Psychotic Patients 


Unlike the repetitive, stereotypic self-injurious be- 
havior of mentally retarded patients, self-injuring acts 
among psychotic patients tend to be sporadic. It is 
among these patients that one hears of the dramatic 
and exotic examples of self-harm (7): autocastration, 
self-enucleation, autoamputation of digits and limbs, 
autocannibalism, and even autosurgery. 

Self-injurious behavior among psychotic patients of- 
ten occurs in response to command hallucinations or 
delusions (frequently religious in nature). Themes of 
punishment for guilt and sexual transgression are com- 
mon (7). In one study of male patients who injured 
their own genitals (8), 87% were found to be psychotic 
at the time of the incident. Kalin (9) reported a dra- 
matic case of a 22-year-old man who attempted to 
denervate his adrenal glands. The patient wanted to 
eliminate the production of circulating catechol- 
amines, which he held responsible for unwanted ag- 
gressive and sexual impulses. Although his belief was 
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based on delusional reasoning, the patient believed his 
behavior to be rational. 


Prison Populations 


There are many reports of self-injury am=ng prison- 
ers (10-20). Based on reports from three men’s pris- 
ons, Toch (19) estimated a rate of 2.2%=-7.7%. 

Self-injurious behavior in prisons is difficalt to assess 
because of poor documentation, drug use. and undi- 
agnosed psychiatric disorders. Many self-injurious 
events among prisoners are suspected of being inten- 
tionally manipulative, designed to force transfer to a 
less restrictive facility. Isolation within prison may pre- 
cipitate self-injurious behavior (12, 16, 17, 20). Virk- 
kunen (16) compared 40 self-injuring prisoners with 
40 prisoners who did not injure themselves. All (injur- 
ers and noninjurers) fulfilled criteria for anz:social per- 
sonality disorder. Among the subjects who injured 
themselves there was a significantly higner rate of 
fighting, outbursts of rage, drug abuse, an= anxiety. 

Epidemics of self-injury have been reposted in cor- 
rectional institutions for teenage offenders. Ross and 
McKay (21) described their work with female adoles- 
cents in such a facility. In this setting, the carving of 
words, letters, or insignia on themselves appeared to 
carry consciously intended messages of group identifi- 
cation and assertion and may have been void of the 
impulsivity inherent to other forms of seif-injurious 
behavior. However, it bears a similarity tc self-injuri- 
ous behavior in adult penal instituticns in :ts seeming 
contagion (10), the shared forensic nature of the pop- 
ulations, and the facilitative effect of incarceration. 


Patients With Character Disorders 


Other than the notable presence of personality dis- 
orders, patients with character disorders who injure 
themselves do not share any single obvious trait such 
as incarceration, psychosis, or mental retardation. 

Gardner and Cowdry (22) described tae range of 
self-injurious behaviors they encountered in a study of 
self-destructive patients with borderline personality 
disorder. These included cuts cn the wrist and the 
body, cigarette burns, scratching oneself with finger- 
nails, carving words on the skin, arm- and head-bang- 
ing, sandpapering the face, dripping acid 01 the hands, 
and trying to break an arm with a hammet. According 
to DSM-III-R, impulsive, self-injurious behavior— 
among nonpsychotic, intellectually normal individu- 
als—may be diagnosed as either impulse control dis- 
order not otherwise specified or as a symptom of 
borderline personality disorder. The anecdotal percep- 
tion of an association between self-injuricus behavior 
and borderline personality disorcer develozed over the 
past two decades. 

In the 1960s, several authors (23, 24) described a 
category of patient called the ‘“‘wrist-cutter” or “wrist- 
slasher.” The separate grouping of these patients was 
largely dismissed after two studies (25, 26) demon- 
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strated that wrist cutting did not specify a group that 
could be distinguished from other suicide attempters. 
However, the earlier studies may have been the first to 
suggest the presence of a group of patients, most of 
whom are young and femele, with a high rate of self- 
injurious acts associated with poor tolerance of anxi- 
ety and anger. 

Pattison and Kahan (27) reviewed 56 published case 
reports of self-injurious behavior. After excluding sub- 
jects with apparently lethal intent as well as psychotic 
and retarded individuals, an identifiable pattern dis- 
criminated a large portion of the reported patients. 
These traits include low lethality of acts, multiple self- 
injurious acts, and typical onset in adolescence. Patti- 
son and Kahan did not conclude that these patients 
suffered from specifiz personality disorders and chose 
to refer to the “deliberate self-harm syndrome.” Other 
authors, however, have more recently replaced the 
phrase ‘‘wrist-cutter” with a new designation, the 
“borderline self-mut:lator” (28). 

Self-injurious behavior by individuals in this cate- 
zory often bears several consistent features. Leiben- 
luft et al. (28) described five stages of the self-injuring 
act: ‘‘(1) the precipitating event (such as loss of a sig- 
nificant relationship), (2) escalation of the dysphoria, 
‘3) attempts to forestall the self-injury, (4) self-mutila- 
tion, and (5) the aftermath (for example, relief from 
zension).” 

The following, quoted by Gardner and Cowdry 
:n 1985 (22), is one patients description: “The 
impulse... overcame the strength of my resistance not 
to....AsI started to cut, the physical pain and blood 
became a welcome distraction. As I cut deeper, . . . my 
mind began to feel relieved of the torment, my body 
eased of the tension, and I began to feel comforted.” 
The development of escalating anxiety has been em- 
phasized in the descriptions by both observers and pa- 
tients (29). 

The experience of pain varies among those who in- 
jure themselves. Absolute or relative analgesia for the 
event is commonly described (22). Leibenluft et al. (28) 
commented that in their experience about half of the 
patients who injure themselves have some degree of 
analgesia. Some patients report that the experience of 
pain is accompanied by relief. Patients’ explanations 
tor this expression of relief vary; some report feeling 
reassured by the capacity to feel physical sensation, 
assuring them they are still alive. For others it is a 
distraction from other dysphoric feelings, such as un- 
bearable anger, and for others it produces a feeling 
of empowerment when overwhelmed by feelings of 
helplessness. 

During the act of self-injury, many patients describe 
experiences of derealization and depersonalization. 
Such dissociated states are invoked by some psycho- 
analysts to explain the apparent anesthesia that allows 
some patients not to experience pain (30). 

In 1978, Yaryura-Tobias and Neziroglu (31) sug- 
gested an association between eating disorders and 
self-injury. Favazza et al. (32) also postulated an asso- 
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ciation between self-injurious behavior and eating dis- 
orders on the basis of questionnaires completed by 254 
subjects who said that they had injured themselves. 
Walsh (personal communication) reported that 27 
(33%) of 81 randomly selected patients with bulimia 
who answered a questionnaire admitted to a history of 
self-injurious behavior. Jacobs and Issacs (33) com- 
pared 40 patients with anorexia with 20 normal con- 
trol subjects and found that 35% of the patients with 
anorexia but none of the control subjects had histories 
of self-injurious behavior. Conclusions based on these 
studies are limited either by nonrandom subject selec- 
tion, overinclusive criteria for self-injurious behavior, 
and/or dependence on the response to a single ques- 
tionnaire item to identify a history of self-injurious 
behavior. However, in an unpublished follow-up study 
of 44 subjects who had been hospitalized for treatment 
of bulimia, Fallon and Winchel found that 39% had a 
history of self-injurious behavior. Data in this study 
were obtained by direct interview and by use of an 
instrument designed to assess self-injurious behavior. 
Just as there seems to be a high rate of histories of 
eating disorders among samples of individuals selected 
for the presence of self-injury (32), there also appears 
to be a high rate of self-injurious behavior among pa- 
tients selected for the presence of eating disorders (33, 
34). 

Rates of self-injurious behavior may vary within 
subgroups of patients with eating disorders. Garfinkel 
et al. (34) observed that a history of self-injurious be- 
havior appears to be more common among buli-nic 
than anorectic patients. Mitchell et al. (35) found that 
41% of a group of patients with bulimia who engaged 
in laxative abuse had a history of self-injurious behav- 
ior, compared with 26% of patients with bulimia who 
did not abuse laxatives. Suicide attempts were reported 
in a separate category in this study. Although most of 
these studies have methodological problems, several of 
them suggest that the coincidence of histories of self- 
injurious behavior with eating disorders ranges from 
25% to 40%. The prevalence of this often hidden 
symptom among bulimic and anorectic patients may 
be underappreciated in clinical settings. 


PSYCHODYNAMIC PERSPECTIVES 


The psychoanalytic literature offers few theoretical 
treatments of self-injurious behavior. The deep human 
aversion to pain, however, has prompted several writ- 
ers to consider two problems: what are the sources of 
the motivation for self-injury and by what psycholog- 
ical means can individuals inflict direct harm on their 
own bodies? 

Attempting to understand individuals’ motivation to 
wound themselves, Kafka (36) appealed to Winnicott’s 
concept of transitional objects (37). Describing the re- 
action of a self-injuring patient, Kafka noted the relief 
experienced by the patient as she felt her own “warm” 
blood flowing over her skin. Kafka suggested that the 
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blood was linked to the patient’s internalized represen- 
tation of her mother, which the patient sought to ex- 
ternalize into a soothing transitional object in times of 
crisis. Thus, motivation to injure oneself springs from 
the need to reduce intolerable feelings of tension. 

Kafka suggested that it is necessary for a patient 
transiently to experience his or her own skin as a “not- 
me” object, so that the automutilation can be carried 
out. Pao (30) considered this problem more exten- 
sively. He hypothesized that on beginning the action of 
cutting, the individual enters an altered ego state. Pao 
compared this condition to the experience of deper- 
sonalization and derealization—the dissociated state 
appears to engulf some patients during the act of self- 
injury. The temporary suspension of ego direction al- 
lows the individual to be so directly self-damaging. 

Although such considerations attempt to understand 
why and how individuals wound themselves, we are 
still left with the problem of why such an extreme 
measure is employed to deal with dysphoric feelings. 
Because of the propensity of self-injuring patients to 
use primitive defense mechanisms such as denial, split- 
ting, and projective identification, psychodynamic the- 
oreticians have tended to link such behavior to preoe- 
dipal developmental pathology. Graff and Mallin (23) 
have suggested that because these patients share devel- 
opmental injuries in “preverbal stages,” relief from 
tension is sought through “physical, preverbal messag- 
es.” Noting frequent histories of maternal deprivation, 
they speculated that “the patient has protected herself 
against maternal rejection by introjecting her mother, 
allowing her to both hold onto the lost object and to 
deal with it by destroying that part of it within her- 
self... . The pleasurable feeling derived from slashing 
is therefore both the joy of punishing the deprivor and 
a stimulatory act of self-manipulation to make up for 
the lack of outside stimulation.” 

This view of the self-injuring patient is consistent 
with the understanding of Grunebaum and Klerman 
(24). Noting the frequent use of defensive “splitting” 
by these patients in their relations with hospital staff, 
these authors stated that they “incline toward the view 
that the wrist-slashing patient belongs to a syndrome 
in the borderline group.” Consequently, they recom- 
mended an inpatient treatment strategy based on ego 
psychology with a strong emphasis on understand- 
ing the “interpersonal dynamics of the ward social 
structure.” 

Podvoll (38), in his discussion of patients who injure 
themselves, also emphasized the symptom’s use in re- 
lation to the community. In part, he suggested, the 
patient is seeking to protect himself or herself and ex- 
ternal objects from omnivorous and engulfing de- 
mands on others. “There is a flight from deeply de- 
pendent, even symbiotic wishes toward a primitive 
love object to a reliance on the autoerotic use of one’s 
own body. The symptom forestalls the more regressive 
strivings made upon the therapist and staff.” By redi- 
recting aggression toward oneself, “the rage and ex- 
plosiveness appear to find a secure home on a fixed and 
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seemingly indestructible object ... and in this way the 
patient manages to preserve intact his split off and 
idealized object.” 

Stone (39) noted that many self-mutilating patients 
with borderline personality disorder have experienced 
sadistic sexual abuse from an older person early in life. 
Subsequent sexual desire, Stone suggested, is associ- 
ated with extreme guilt; the self-mutilation relieves the 
tension arising out of guilt—the mutilation punishes 
not only the patient but, in effigy, the original perpe- 
trator or perpetrators of the abuse. 

Kernberg (40) recommended caution in zhe attribu- 
tion of specific meaning to the symptom of self-injury. 
He questioned the pragmatic value of “‘metapsycho- 
logical theorizing” about the meaning of self-injurious 
acts because of its remoteness from the patient’s in- 
ternal experience. He refrained from imparting any 
special significance to this particular symptom and 
cautioned the therapist against early “genetic interpre- 
tations” of the symptom. It should be noted that Kern- 
berg did not imply that specific psychological meaning 
is not attributable to these acts. However, such attri- 
bution may have no practical value in psychological 
treatment of severe character disturbance end, indeed, 
may be counterproductive in early stages of therapy. 

In summary, theoretical psychodynamic discussions 
of self-injuring individuals have been sparse. In gen- 
eral, such formulations have viewed these patients as 
having significant defects in early stages of ego devel- 
opment. Such deficits explain the capacity for entering 
dissociated states and the preponderance of other 
primitive defenses. The havoc they wreak on their bod- 
ies may be seen as directed toward interna‘ized repre- 
sentations of others or as attempts to undo guilt. Ep- 
isodes of self-injury may often be temporal!y linked to 
crises in relationships with significant cthers. Ego 
psychology provides a useful framework both for un- 
derstanding these individuals and for constructing a 
psychodynamically based psychotherapy. However, 
despite the “meaningfulness” that dynamic views may 
contribute to attempts to understand and empathize 
with these individuals, no generally applicable thera- 
peutic strategy has evolved from this framework. 


BIOLOGICAL ASPECTS 
The Opiate System 


Painful stimulation has been demonstrated to result 
in increased release of endorphins (41). The presumed 
positive reinforcement associated with the release of 
endogenous opiates has been invoked as a possible ex- 
planation for repetitive behaviors that may result in 
opiate release. It has been suggested that the opiate 
system of some individuals may be altered in such a 
way that increased release of endogenous opiates is 
necessary to maintain adequate opiatergic “tone.” 
This model has also been invoked as a potential expla- 
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nation of self-injurious behavior. Opiate antagonists 
have been administered to patients with self-injurious 
behavior in an effort to diminish the theorized reward 
that may result from stimulation of opiate receptors. 
Of 25 reported patients, nine were treated with nalox- 
one and 15 with naltrexone (42-56). One patient re- 
ceived both agents. Twenty-one of the patients had 
mental retardation of varving etiologies, three had 
Tourette’s syndrome, and one had major depression 
accompanied by neurotic excoriations. Treatment and 
experimental methods varied widely among these re- 
ports; therefore, no conclusion regarding efficacy of 
these agents may be drawn. However, improvement 
was reported for 17 of the 25 patients. A larger, dou- 
ble-blind, case-controlled study of longer duration is 
clearly indicated. 

Another indication of dysregulation of opiate sys- 
tems in self-injurious behavior may come from 
measures of “endogenous opiates.” Coid et al. (57) 
measured plasma neuropeptide concentrations (met- 
enkephalin, N-lipotropin, and §-endorphin) in pa- 
tients who had been admitted to the hospital for treat- 
ment of self-injurious and other impulsive behaviors. 
More séverely affected patients had significantly higher 
plasma levels of met-enkephalin. The authors noted 
the limitations of plasma measurements of met-en- 
kephalin and suggested that analysis of CSF concen- 
crations may yield more useful information. 

Episodic increase in opicid activity may explain the 
clinical observation in many patients who injure them- 
selves that apparent insensitivity to pain (analgesia) 
may accompany “dissociation” (altered alertness). As 
yet, there is little support for a role of opiate dysfunc- 
tion associated with self-injurious behavior, but the 
case reports of positive effects of opiate antagonists 
merit further exploration. 


Dopaminergic Dysregulation 


Investigators have suggested that self-injurious be- 
havior in patients with Lesch-Nyhan syndrome (5, 6, 
58) and Tourette’s syndrome (49, 59) may be related 
to dysregulation of dopaminergic activity and dopa- 
mine receptor supersensitivity. Lloyd et al. (60) have 
shown that CNS dopamine and its metabolites are 
markedly lower in patients with Lesch-Nyhan syn- 
drome. Along with others (5, 63, Goldstein et al. (58) 
suggested that self-injurious behavior in Lesch-Nyhan 
syndrome may result from dopaminergic stimulation 
in a state of receptor supersensitivity. 

Sokol et al. (61) reported on four patients with at- 
tention deficit disorder with hyperactivity in whom 
self-biting behavior was elicited by the administration 
of stimulants (dextroamphetamine and methylpheni- 
date). In accord with the dopamine hypothesis of at- 
tention deficit disorder with hyperactivity, Sokol et al. 
speculated that these patients had dysregulation of 
dopamine function. They further speculated that the 
dopamine agonist activity of these stimulants in a su- 
persensitive dopaminergic system resulted in self-bit- 
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ing, as was suggested regarding individuals with Lesch- 
Nyhan syndrome. However, although treatment of 
these patients with stimulants is known often to elicit 
dyskinesias and tics (also possibly linked to dopami- 
ergic dysfunction), self-biting is not common. 

Proponents of this model seek support in the obser- 
vation that rats who have had chemical denervation 
of dopaminergic neurons with 6-hydroxydopamine 
exhibit self-biting behavior when administered dopa- 
mine agonists (such as L-dopa or apomorphine) (62). 
Goldstein et al. (63) replicated this finding. They also 
reported that treatment with both SCH 23390 (a se- 
lective D, dopamine receptor antagonist) and fluphen- 
azine (a mixed D, and D, antagonist) blocked the elic- 
itation of self-injurious behavior with L-dopa. 

Goldstein et al. (58, 64) further investigated this 
model by studying monkeys who had denervation of 
nigrostriatal dopamine neurons. Self-biting behavior 
emerged in this model as well. Again, treatment with 
SCH 23390 (0.3 mg/kg) and fluphenazine (1.5 mg/kg) 
blocked this effect. However, treatment with intramus- 
cular sulpride (100 mg/kg), a D, dopamine antagonist, 
failed to block the L-dopa-elicited emergence of self- 
injurious behavior. Goldstein et al. concluded that self- 
injurious behavior resulting from dopamine dener- 
vation and subsequent stimulation with dopamine 
agonists was mediated by D, and/or combined D, and 
D, receptor pathways, but not by D, alone. The spec- 
ificity of this effect is put in doubt by the finding that 
rats with neonatal dopaminergic lesions also have ex- 
acerbations of self-injurious behavior when adminis- 
tered agonists of either the y-aminobutyric acid (65) 
or adenosine neurotransmitter systems (unpublished 
1988 paper of Breese et al.). In an interim report (un- 
published 1988 paper), Gualtieri et al. found that flu- 
phenazine, a predominantly D, antagonist, reduced 
self-injurious behavior in 11 of 16 mentally retarded 
patients. 

Gillman and Sandyk (49) and Sandyk and Bamford 
(66) noted that the benefits of opiate antagonist ad- 
ministration may also be viewed in terms of the inhib- 
itory effects of opiates on behavior mediated by the 
dopaminergic system. These authors suggested that if 
opiate antagonists do decrease self-injurious behavior, 
it may represent an indirect effect on the dopamine 
system and does not necessarily implicate opiate dys- 
function in underlying pathophysiology. 

Although these speculations are of interest, it should 
be borne in mind that the presence of dopamine su- 
persensitivity among patients with attention deficit dis- 
order with hyperactivity and Lesch-Nyhan syndrome 
is unproven. It is interesting to note, however, that 
self-injurious behavior is also reported among individ- 
uals with Tourette’s syndrome, another condition in 
which speculations of hypersensitive dopamine recep- 
tors have been proposed (67) and in which dopamine 
antagonists have been clinically useful. 

In summary, there is little evidence as yet that opi- 
atergic or dopaminergic mechanisms are involved in 
the pathophysiology of self-injurious behavior. In ad- 
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dition, the indirect evidence that the few animal and 
treatment studies available yield may be relevant to 
understanding only self-injurious behavior associated 
with patients with Lesch-Nyhan syndrome and other 
developmental disorders. In contrast, the serotonergic 
influences on self-injurious behavior may be present in 
varying forms of self-injurious behavior. 


Serotonergic System 


In the light of animal data that have tied aggression 
to serotonergic depletion and the suggestion that self- 
injurious behavior represents a form of aggression, Mi- 
zuno and Yugari (68, 69) administered 1-8 mg/kg per 
day of 5-hydroxytryptophan, a precursor of serotonin, 
in an open trial to four self-injuring patients with 
Lesch-Nyhan syndrome. They reported a dramatic al- 
leviation of self-injurv in all four patients within 3 days 
of initiating medication. All patients resumed injuring 
themselves within 15 hours after drug treatment had 
stopped, This encouraging experience prompted others 
to administer serotonin precursors in the treatment of 
self-injurious behavior among children with Lesch-Ny- 
han syndrome. 

Of seven studies published describing open-trial 
treatment with 5-hydroxytryptophan (68—75), two in- 
dicated improvement. The emergence of self-injurious 
behavior may have been prevented in another child 
who was treated prophylactically at an early age. De- 
spite the indication that some modification of self-in- 
jurious behavior may occur, treatments directed at in- 
creasing serotonin availability in the CNS have not 
been shown reliably to diminish self-injurious behav- 
ior. In addition, self-injurious behavior may be heter- 
ogeneous, and inferences based on experience with 
Lesch-Nyhan syndrome may not be generalizable to 
other groups of patients. Regional changes in neuro- 
transmitter function have been documented among 
these children compared with unimpaired children 
(60), further limiting extrapolation to other popula- 
tions with self-injurious behavior. 

Ancther basis for consideration of a role for the 
serotonergic system in self-injurious behavior is the 
similarity of some of its features to those of obsessive- 
compulsive disorder, a syndrome that has been asso- 
ciated with alterations of serotonergic function (76). 
Common to both disorders are intrusive and irresist- 
ible urges to commit an act that the individual may 
perceive as senseless, mounting tension associated with 
attempts to resist the behavior, and relief from anxiety 
following commission of the act. These phenomeno- 
logical similarities prompt comparison between the 
two conditions. 

Evidence for altered serotonergic function in pa- 
tients with obsessive-compulsive disorder is derived 
from the efficacy of treatment with serotonin reuptake 
inhibitors (76, 77) as well as from studies of CSF con- 
centrations of the serotonin metabolite 5-hydroxyin- 
doleacetic acid (S-HIAA) (76). In addition, Hollander 
et al. (78) administered m-chlorophenylpiperazine, a 
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serotonin receptor agonist, to eight patients with ob- 
sessive-compulsive disorder. Six demonstrated a sig- 
nificant exacerbation of symptoms. 

Several authors (31, 79} have reported that symp- 
toms of self-injurious behavior in patients with coex- 
isting obsessive-compulsive disorder responded to 
treatment with serotonin-reuptake inhibitors. Tri- 
chotillomania (hair-pulling) and nail-biting may repre- 
sent variant forms of self-injurious behavior. In pilot 
trials (80, 81) these conditions have been reported to 
respond to fluoxetine and clomipramine. Patel et al. 
(82) described successful treatment of self-injurious be- 
havior with trazodone in a patient with recurrent ma- 
jor depression. The medication was stopped and re- 
started several times for clinical reasons. Self-injurious 
behavior was alleviated each time medication was in- 
stituted and returned on each discontinuation. There 
was no concurrent improvement in depression. 

Using neuroendocrine challenge tests as measures of 
serotonergic activity, Coccaro et al. (83, 84) studied 
patients with various personality disorders and ob- 
served that the DSM-III torderline personality disor- 
der item “‘self-damaging acts” was associated with the 
greatest variance from control subjects (84). 

5-HIAA is the major metabolite of serotonin, and its 
concentration in the CSF has been demonstrated to be 
a reliable index of serotonin concentration in the brain 
(85). Lopez-Ibor et al. (86) measured CSF 5-HIAA and 
rated the presence of “‘self-injuries that do not consti- 
tute a vital threat” in 21 patients with major depres- 
sion. Five of the 21 patients exhibited self-aggressive 
behaviors. These five patients had significantly lower 
CSF 5-HIAA concentrations than the remaining 16 
patients. 

Investigations of the significance of serotonergic ac- 
tivity in self-injury were prompted by observations of 
serotonergically mediated effects on aggression in lab- 
oratory animals. In 1967, Valzelli (87) observed that 
various monoamine oxidase inhibitors (MAOIs), such 
as pargyline, increase brain serotonin more slowly in 
ageressive rats than in normal rats, suggesting some 
alteration of serotonergic turnover. He also demon- 
strated that administration of other serotonergic 
agents can induce aggressive behavior in laboratory 
animals. Shock-induced fighting can be potentiated by 
pretreatment with 5,7-dihydroxytryptamine, which 
depletes serotonin (88). P-Chlorophenylalanine, an in- 
hibitor of serotonin synthesis, increases aggressive (89) 
and filicidal (90) behavior in rats. Mouse-killing (mu- 
ricidal) behavior in rats may be induced by electrolytic 
(91) or neurochemical (92) lesions of serotonergic nu- 
clei. Aggressive behavior that follows mechanical le- 
sions of the olfactory bulb may be reversed by subse- 
quent treatment with S-hydroxytryptophan (89). 
Muricidal behavior in isolated rats was inhibited by 
administration of L-tryptophan, a precursor of 5-hy- 
droxytryptophan (93). 

Manipulations of other neurotransmitter systems, 
however, such as dopaminergic (94) and adrenergic 
(88) systems, have also demonstrated modulatory ef- 
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fects on aggression in rats. In addition, there are var- 
ious forms of animal aggression that may have distinct 
neurochemical correlates. Further complicating ex- 
trapolation, different species may vary in response to 
neurochemical manipulations (95). Nevertheless, these 
findings provided the basis for initial speculation that 
self-injurious behavior may be associated with altered 
serotonergic function. 

Although neurochemical examinations of self-inju- 
rious behavior have focused on dopamine, opiate, and 
serotonin systems, Kepin (96) suggested that the diaz- 
epam-binding site may be implicated. His speculation 
was based on the observation that caffeine, a meth- 
ylpurine derivative that can elicit self-injurious behav- 
ior in laboratory animals, inhibits the binding of diaz- 
epam to its receptors. The accumulation of oxypurines 
in the brains of children with Lesch-Nyhan syndrome 
lends circumstantial suppor: to this suggestion. 


TREATMENT 
Pharmacological 


The scientific literature on the benefits of pharma- 
cological agents in the treatment of self-injurious be- 
havior is made up mainly of studies of mentally re- 
tarded persons. Several extensive reviews of this 
literature have been published (3, 97-100), and it will 
not be detailed here. Agents that have been examined 
include neuroleptics, lithium, carbamazepine, minor 
tranquilizers, propranolol, baclofen, stimulants, and 
antidepressants. 

The reports are beset with a number of problems. 
Their methods differed greatly. No standard and/or 
reliable scale of self-injurious behavior has been devel- 
oped. The need to intervene to stop self-injury may 
hide partial benefits. Patients with mental retardation 
of disparate causes were grouped together in some 
studies, and in some reports no distinction was made 
between self- and outward-directed aggression. Non- 
specific sedating effects (as with neuroleptics and ben- 
zodiazepines) or the presence of undiagnosed mood 
disorders (which may respond to lithium and carba- 
mazepine) complicate the interpretation of beneficial 
effects. The frequent presence of seizure disorders or 
nonspecific EEG abnozmalities in this population fur- 
ther obscures the putative benefits of carbamazepine. 
Although neuroleptics are extensively used in attempts 
to control self-injurious behavior, it is not clear that 
there is sufficient benefit to justify the exposure to the 
morbid side effects of these drugs. 

Despite the tentative nature of the available data, 
considerable support is emerging for the use of lithium 
and carbamazepine with mentally retarded patients 
who injure themselves. Lapierre and Reesal (99) urged 
caution in the use of lithium, noting that organic brain 
pathology in these patients may predispose them to 
toxic side effects. The use of serotonergic agents has 
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already been reviewed here. None of these approaches 
has yet yielded persuasive evidence of general efficacy. 

There are no systematic treatment studies of self- 
injurious behavior in other self-injuring populations 
(psychotic patients, prisoners, and patients with char- 
acter disorders). Among psychotic patients, whose self- 
harm tends to be episodic and unpredictable, usual 
modes of treatment for the overall illness—as well as 
measures taken to prevent imminent self-harm— 
would seem to be prudent. 

Studies of pharmacological treatment for patients 
with character disorders may offer some guidelines for 
treatment of self-injurious behavior. Liebowitz (101) 
emphasized the interpersonal losses that often appear 
to precede bouts of self-injurious behavior among such 
individuals. He and Klein (102) compared this phe- 
nomenon to the “rejection sensitivity’? noted in pa- 
tients with the “hysteroid dysphoric” form of atypical 
depression. Liebowitz et al. (103) stated that treatment 
of depression with MAOI antidepressants among such 
individuals may be superior to treatment with tricy- 
clic antidepressants. Cowdry and Gardner’s study of 
the treatment of patients with borderline personality 
disorder (104) supports the notion that the MAOI 
tranylcypromine is specifically useful for the rejection 
sensitivity of these patients. Extrapolating from this 
experience, Liebowitz (101) suggested consideration 
of MAOI medications for treatment of self-injuring 
patients. 

Cowdry and Gardner (104—106) compared the ben- 
efits of tranylcypromine, alprazolam, carbamazepine, 
trifluoperazine, and placebo in patients with border- 
line personality disorder. Their findings in relation to 
tranylcypromine and rejection sensitivity (104) have 
already been noted. They also examined the effects of 
these medications on episodes of impulse dyscontrol 
(including self-injuring behavior). Although the neuro- 
leptic and the MAOI showed trends toward fewer ep- 
isodes of such behavior, only treatment with carba- 
mazepine demonstrated a significant decrease in the 
number of such episodes. Alprazolam trials resulted in 
a significantly greater rate of severe dyscontrol than 
did placebo trials. 

As already noted in this paper, self-injurious behav- 
ior and obsessive-compulsive disorder may share im- 
portant clinical features. The successful introduction 
of serotonin reuptake blockers for the treatment of 
obsessive-compulsive disorder may indicate that trials 
of such medications for self-injurious behavior are 
warranted, 


Behavioral 


A large body of literature has examined the environ- 
mental contingencies in which self-injurious behavior 
occurs among mentally retarded persons. Many at- 
tempts have been made using a variety of conditioning 
techniques to diminish self-injurious behavior. As sum- 
marized by Carr and Durand (107), “factors respon- 
sible for the maintenance of behavior problems fall 
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into two broad classes: escape behavior, controlled by 
negative reinforcement processes, and attention-seek- 
ing behavior, controlled by positive reinforcement pro- 
cesses.” An example of the former may occur when 
classroom demands are experienced as aversive. Self- 
injuring behavior would be likely to result in removal 
from the demand situation. In an example of the latter, 
verbally impaired children may find that they can elicit 
adult atcention by injuring themselves. This observa- 
tion has resulted in attempts to reduce self-injurious 
behavior by teaching communication skills (107). Du- 
rand and Crimmins (108) reported on the use of an 
instrument designed to identify the variables that 
maintain self-injurious behavior. 

Other behavioral techniques that have been used in- 
clude extinction, sensory extinction, punishment, al- 
ternative-sensory activities, timeouts, and overcorrec- 
tion (109). Some of the methodological problems that 
have been discussed in regard to pharmacological trials 
apply to these trials as well, particularly the need to 
intervene to reduce injury and the lack of standard, 
reliable rating instruments. Behavioral treatment 
methods are labor-intensive and, despite their appar- 
ent potential for diminishing self-injurious behavior, 
may be extremely difficult to implement on a large 
scale, Nevertheless, some behavioral interventions ap- 
pear to be successful, and they present none of the risks 
associated with pharmacological approaches. 


Milieu Therapy 


Inpatient units with treatment environments dedi- 
cated to the identification and containment of acting- 
out behaviors have been advocated for the treatment 
of patients with borderline personality disorder (110). 
In such environments, patients’ attempts at ‘‘splitting”’ 
staff and uses of other primitive forms of psychological 
defense are readily identifiable and made accessible to 
interpretation. Self-injuring patients with borderline 
personality disorder may benefit from such treatment. 
Similarly, Grunebaum and Klerman (24) supported an 
inpatient treatment strategy based on ego psychology 
with a strong emphasis on understanding the “‘inter- 
personal dynamics of the ward social structure.” It 
may be particularly important in such an environment 
carefully to guard against surreptitious self-harm. The 
milieu’s challenge to the patient’s defensive structure 
may motivate the use of defenses that may be kept 
“invisible” from staff. 

Another approach is taken in an inpatient program 
directed to the treatment of self-injurious behavior 
(111). Patients are admitted for 30 days; on admission 
they sign a no-harm contract in which they commit 
themselves to refrain from self-injury and to approach 
a staff member should the inclination arise. A single 
episode may result in discharge from the program. 
During their hospital stay, patients are discouraged 
from fccusing on self-injurious behavior and are urged 
to examine other stresses in their life, such as deterio- 
rating marriages or histories of incestuous assault. 
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Since these approaches depend on labor-intensive 
and costly inpatient treatment, demonstration of effi- 
cacy is important. Both approaches are grounded in 
clinical experience, but no systematically obtained 
data are available concerning either short-term or 
long-term benefits to patients in the reduction of self- 
injurious behavior. 


Self-Help Groups 


Several self-help groups 2xist in different U.S. cit- 
ies for patients with self-injurious behavior. Some 
have modeled themselves after the 12-step program 
of Alcoholics Anonymous. The courses of individuals 
who participate in these programs have net yet been 
examined. 


DISCUSSION 
Confinement, Serotonin, and Isolation 


Confinement may be a specific provocateur of self- 
injurious behavior for vulnerable persons. The con- 
texts in which self-injurious behavior occurs include 
prisons (10, 12), corrective institutions for adolescent 
offenders (21), inpatient facilities for the mentally re- 
tarded (1-3), and inpatient adolescent psychiatric 
units (112). In each of these contexts, some individuals 
are described who have no history of self-injurious be- 
havior until admission. 

If certain personality disorders predispose an indi- 
vidual to self-injurious behavior, the apparent prava- 
lence of self-injurious behavior in prisons may be a 
consequence of the presence of such pathology among 
inmates. Within this high-risk population, certain char- 
acteristics may be associated with greater vulnerability 
to self-injurious behavior. Virkkunen (16) found a higher 
rate of impulsivity and antisocial traits among self-in- 
juring prisoners than among non-self-injuring prisoners. 

The observation that imprisonment may elicit self- 
injurious behavior in humans prompts comparison 
with self-injury among animals. Jones (2) observed 
that “practically all known reports of self-injury in 
macaques [a primate] have been recorded when the 
animal is physically restricted and usually when isolat- 
ed.” Although comparisons between humzn behavior 
and animal behavior shou-d be made cautiously, the 
similarity in potentiating ccnditions for self-injury is of 
interest—and may even ref-ect an ethological basis for 
the “aloneness” that seems to precipitate self-injurious 
behavior among individuals with borderline personality. 

Isolation has long been known to increase aggres- 
sion in rodents (87). Valzelli and Bernasconi (113) . 
studied seven strains of mice who had bzen housed 
in either grouped or isolated conditions. Severity of 
isolation-induced aggression was scored and brain 
5-HIAA concentrations were subsequently measured. 
Those strains in which brain 5-HIAA differed between 
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isolated and nonisolated conditions also demonstrated 
the highest aggression scores. This study suggests that 
isolation may be associated with decrements in sero- 
tonin turnover in certain strains of mice and that this 
decrement may be associated with isolation-induced 
aggression. It is tempting to consider that conditions 
which are apparently associated with increased self- 
injurious behavior in humans (such as solitary confine- 
ment and object loss) may bear similarities to the iso- 
lation of laboratory mice. 


The Search for Biological Markers 


Recent years have seen the emergence of a symptom- 
based approach to tke study of biological bases of psy- 
chopathology. Narrowing the focus of CSF neuro- 
chemical studies from depressive syndromes to suicidal 
behavior (114) revealed an association between altered 
serotonergic function and suicidality, an association 
that crosses traditional diagnostic lines. Other studies 
that narrowed the search for markers from syndromes 
to individual symptcms have yielded new findings as- 
sociating impulsiveness—in particular violent impul- 
sive behavior—with markers of altered serotonergic 
function (83, 115). Similarly, it is reasonable to con- 
sider that self-injurious behavior in various conditions 
may have a common organic component, independent 
of coexisting syndromal diagnoses. 

This notion is of great clinical significance because it 
suggests the potential for independently treating indi- 
vidual morbid symptoms in the context of overall re- 
=ractory conditions such as schizophrenia and severe 
depression. As we have discussed elsewhere (114), al- 
though individuals afflicted with refractory illnesses 
may have other symptoms, specific relief from suicidal 
impulses, for example, may be of great benefit. The 
relief of specific symptoms may be of great pragmatic 
value for patients who suffer from self-injurious behav- 
ior in the presence of intractable conditions, such as 
mental retardation and severe personality disorder. 


CONCLUSIONS 


We have reviewed data suggesting that self-injurious 
behavior may be asscciated with serotonergic dysfunc- 
tion. Although the evidence is not conclusive, it does 
prompt speculation regarding variant symptoms that 
appear to be related to alterations of serotonergic func- 
tion. In particular, suicidal behavior (114), obsessive- 
compulsive disorder (76), fire-setting (115), and impul- 
sive violence (115) have been shown to be associated 
with changes in various serotonergic measures. If these 
symptoms are, indeed, the sequelae of serotonergic 
dysfunction, they may be the result of varying physio- 
logical lesions. Alternatively, all or several of these 
symptoms may represent variant expressions of a com- 
mon lesion. In addition to its theoretical significance, 
this question has important implications for the con- 
duct of psychiatric research, particularly familial and 
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genetic research. Studies that are dependent on identi- 
fying affected individuals must be able to identify vari- 
ant expressions of physiological defects. 

Although the data to support such a conclusion are 
still inadequate, it is reasonable to speculate that a 
cluster of symptoms is emerging which share both al- 
tered serotonergic function and elements of impulse 
dyscontrol. Given the complexity of neurochemical in- 
teractions, it is likely that more than one neurotrans- 
mitter system will be ultimately implicated in these 
behaviors. Nevertheless, these converging observations 
strongly suggest the value of examining serotonergic 
function as it may mediate impulsiveness. The devel- 
oping repertoire of techniques that are becoming avail- 
able for clinical study of this system makes it a func- 
tionally useful starting point. 

We have reviewed the scientific literature regarding 
self-injurious behavior. Two issues raised by other au- 
thors should be mentioned. 

Several authors (39, 116) have observed frequent 
histories of childhood sexual assault among individu- 
als with self-injurious behavior, and some have con- 
cluded that self-injurious behavior in these individuals 
may be the outcome of such abuse. In an unpublished 
survey of bulimic patients, Fallon and Winchel found 
that such abuse was more frequently reported among 
patients who injured themselves but that not all pa- 
tients who injured themselves reported histories of 
abuse. Although the importance and grave traumatic 
effects of childhood sexual abuse should not be under- 
estimated, a cause and effect relationship between 
abuse and self-injurious behavior should not be auto- 
matically assumed. Sexual abuse may serve to elicit 
symptoms in an individual already at risk, but frequent 
histories of such trauma may also reflect a familial 
predisposition to impulsive—and perhaps violent—be- 
haviors. An interplay of both factors suggests the un- 
fortunate possibility that those who are biologically 
endowed with a vulnerability to self-injurious behavior 
may also have a greater probability of being raised in 
a familial environment where the stresses that might 
elicit such behavior—such as childhood sexual 
abuse—are more likely to occur. 

Another issue that has been raised has been the sug- 
gestion that a triad of symptoms (self-injury, eating 
disorder, and alcohol abuse) deserves a separate diag- 
nosis in DSM-IV (27). In our experience, a substantial 
number of patients with this triad may be identified. It 
is not yet clear, however, that a separate designation 
would specify anything other than a subgroup of ex- 
isting categories, such as borderline personality disor- 
der. If an individual with self-injurious behavior does 
not otherwise meet criteria for borderline personality 
disorder or antisocial personality disorder, the DSM- 
III-R diagnosis of impulse control disorder not other- 
wise specified may be applied to these patients. The 
frequency of this proposed triad among individuals 
with self-injurious behavior deserves investigation. 

In summary, self-injurious behavior is a poorly un- 
derstood phenomenon in both its behavioral and bio- 
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chemical aspects. It occurs in a variety of clinical set- 
tings, and features of the behavior vary among these 
settings. Isolation, confinement, and interpersonal 
traumata may facilitate the expression of these behav- 
iors. Mental retardation, criminal sociopathy, eating 
disorders, and borderline personality may be associ- 
ated with self-injurious behavior. We have reviewed 
data suggesting that serotonergically, opiatergically, 
and/or dopaminergically mediated processes may be 
implicated in self-injurious behavior. Although no form 
of treatment has yet been demonstrated to be of gen- 
eral benefit, these data suggest that therapeutic trials 
with dopamine antagonists, serotonin reuptake inhib- 
itors, and opiate antagonists may be of value. 
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Regular Articles 


A Psychodynamic Perspective on the Clinical Impact 
of Insurance Review 


Glen O. Gabbard, M.D., Tetsuro Takahashi, M.D., Joyce Davidson, M.D., 
Marceil Bauman-Bork, M.D., and Kenneth Ensroth, M.D. 


The rise of managed care and concurrent utilization review has had a profound impact on 
the practice of inpatient psychiatry. Little has been written, however, on the clinical impact 
of the review process itself. The actions of insurance reviewers often result in their being 
incorporated into the psychopathology of individual patients and into the dynamics of 
families and institutional settings. The authors apply psychodynamic understanding to a 
series of case examples to illustrate how concurrent review may promote splitting, impede 
the patient's ability to separate from the hospital, and paradoxically reinforce the patient’s 
illness. They also explore a number of typical responses of treatment staff and families to the 
review process. A case vignette demonstrating a sincere effort at mutual collaboration be- 
tween payers and providers is also presented. This spirit of compromise is proposed as the 


solution that best serves patient care. 
(Am J Psychiatry 1991; 148:318-323) 


] n recent years, psychiatrists who work ‘in inpatient 
settings have borne witness to an unprecedented 
scrutiny of third-party reimbursement. Concurrent uti- 
lization review, managed care, and preadmission cer- 
tification programs have profoundly affected the au- 
tonomy of psychiatrists involved in hospital treatment 
to the point where many practitioners are feeling that 
treatment is no longer under their control. Sargent (1) 
has noted, “A harsh, inflexible scrutiny best called 
‘relentless review’ ... threatens to dominate the field 
.... Psychiatrists, like other physicians, often are 
caught between a professional duty to assert a patient’s 
need for continued care and a faceless utilization re- 
viewer who declares taat further treatment is not cov- 
ered because it is noz ‘medically necessary.’ ” These 
influences, in addition to such changes in the delivery 
of health care as health maintenance organizations and 
preferred provider organizations, have contributed to 
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a dramatic decrease in the length of stay for psychiatric 


‘inpatients. In fact, over the last 30 years the average 


length of stay has fallen by more than two-thirds (2). 

Insurance reviewers come in varied forms: they may 
be employees of the insurance company, independent 
consultants (often psychiatrists) contracted by the 
company, or employees of a managed-care firm re- 
tained by the insurance company. The current trend 
seems to be in the direction of the lattermost variant— 
approximately 70% of employees are now under a 
managed-care arrangement (3). These managed-cere 
firms have come to be known as “fourth parties.” 

Regardless of the type of review involved, clinicians 
treating inpatients have experienced a substantial ero- 
sion of the time they have available for providing treat- 
ment (2, 4). Time formerly devoted to clinical purposes 
has been appropriated by extensive requirements for 
documentation, weekly (or evenly daily) phone calls 
with reviewers, and letters to justify continued hospi- 
talization. The cost of all these additional duties is, of 
course, absorbed by the hospitals. 

As problematic as these sweeping changes in the 
mental health care scene may be for psychiatrists, their 
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impact on patients is of far greater concern. As Mel- 
nick and Lyter (4) observed, “Getting patients out may 
become more important than getting patients well.” 
Decisions regarding mental health care delivery are 
characteristically made at the administrative level, and 
patients’ needs are given the least consideration (5). 
Clinicians are plagued with uncertainty regarding the 
length of stay they will be allowed for a given patient. 
Treatment planning becomes chaotic in a climate 
where cne does not know from day to day whether the 
coverage will be continued. 

The clinical impact of insurance review is particu- 
larly important for a subgroup of treatment-refractory 
patients who do not respond to outpatient psychother- 
apy, pharmacotherapy, or brief hospitalizations. The 
size of this group has been estimated to be 10%-30% 
of the clinical population seen in hospital settings (6). 
Insurance companies have become particularly reluc- 
tant to reimburse treatment for these patients because 
they require more extended hospitalizations. Part of 
this resistance may relate to the historical stigmatiza- 
tion of patients with severe mental illness (7). In addi- 
tion, many reviewers view their primary mission as 
cost containment. 

Reports are now appearing that reflect the adverse 
impact of premature discharge on patients from this 
subgroup (2, 8). Patients with recurrent impulsive be- 
havior of a life-threatening nature often need a highly 
structured environment to prevent intentional or acci- 
dental suicides. These difficult-to-treat patients and the 
clinicians treating them often feel in a bind, which 
Sharfstein et al. (6) have aptly termed a Catch 22 sit- 
uation: If the patient shows signs of improvement, the 
insurance reviewer may insist on discharge; if the pa- 
tient is making no progress, the reviewer may still in- 
sist on discharge on the basis of the premise that the 
treatment is merely custodial. 


Little has been written on the psychodynamic as- . 


pects of insurance reimbursement. The literature that 
does exist (9-12) has derived from the setting of out- 
patient psychoanalysis. Thus far, to our knowledge, no 
one has applied psychodynamic understanding to the 
clinical impact of insurance review on patients, fami- 
lies, and clinicians. The following case examples illus- 
trate how the insurance review process itself may be 
incorporated into the psychopathology of individual 
inpatients and into the dynamics of families and insti- 
tutional settings. 


IMPACT ON PATIENTS 


Case 1. Mr. A, a 34-year-old man, was admitted to a 
psychiatric hospital for problems of depression, recurrent 
suicidal feelings, and difficulty controlling his temper out- 
bursts. His diagnoses were borderline personality disorder 
and major depression. A psychiatric consultant hired by Mr. 
A’s insurance company called the attending psychiatrist sev- 
eral days after the patient’s admission and asked how he was 
doing. He interrupted the psychiatrist in mid-sentence and 
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asked sarcastically, “Do you really think you can do any- 
thing for this patient?” Before the psychiatrist could answer 
the question, the reviewer asked about antidepressant med- 
ication. Mr. A’s psychiatrist explained that he was ascertain- 
ing Mr. A’s imipramine level and would consider switching 
to phenelzine if Mr. A continued to be unresponsive to a 
therapeutic level of imipramine. The reviewer told Mr. A’s 
psychiatrist that he preferred tranylcypromine over phenel- 
zine and suggested that the switch should occur immediately. 

Mr. A’s psychiatrist experienced the reviewer as rude, in- 
trusive, and attempting to control the treatment. He got the 
impression that if he did not follow the reviever’s sugges- 
tions, the patient’s stay would not be recertified. Mr. A was 
told about the reviewer’s pressure to get the treatment over 
with as quickly as possible; he then began to regard the 
reviewer as a villain who was working against tne treatment 
team. Anger that might have been directed at the treatment 
team was instead displaced toward the reviewzr, who, to a 
large extent, was an easy target because of his behavior. 
Meanwhile, Mr. A idealized his physician as a rescuer—a 
white knight leading the charge against an unreasonable and 
intrusive monster. 


Many of the patients who require extenced hospital 
treatment suffer from borderline personality disorder 
(13—16). Splitting, of course, is the principal defensive 
operation found in borderline patients (17, 18) and 
often manifests itself in the division of the hospital 
treatment staff into camps of “good objects” and “bad 
objects” (15, 19, 20). Bad object projections are not 
randomly assigned (19-22). An insurance reviewer 
who is particularly hostile or adversarial may serve as 
an ideal nidus for the projection of the Lad internal . 
object representation. In such cases the reviewer’s be- 
havior, as well as the psychiatrist’s response to it, may 
actually promote and intensify the patient’s preexisting 
propensity to employ splitting. 

When the insurance reviewer serves as a repository 
for the patient’s bad object projectians, it may lead to 
a major complication in the patient’s attempt to sepa- 
rate from the hospital and engage in a psychologically 
meaningful discharge process. 


Case 2. Ms. B was a 20-year-old college student who re- 
mained suicidal despite a series of intermittent brief hospi- 
talizations and outpatient treatment over a 3-year period. 
Her diagnosis was borderline persanality disorder, and her 
admission to a psychiatric hospital for extended treatment 
was precipitated by a suicide attempz. Fo'lowing the patient’s 
admission, a case reviewer began calling Ms. 3’s physician 
on a weekly basis to find out if the patient truly needed to be 
in the hospital. 

Nine months after her admission, Ms. B was making 
steady improvement and had formed substantia. attachments 
to the treaters. The case reviewer began to demand a dis- 
charge date for the patient. Ms. B’s psychiatrist explained to 
the case reviewer that the patient was still seriously suicidal 
and that the treatment team had to help the patient gracually 
separate from the important treatment relationships shz had 
formed in the hospital. The case reviewer insisted on a dis- 
charge date and finally indicated that she wanted to talk to 
Ms. B directly. Ms. B, on learning of this request, became 
increasingly fearful of the reviewer and the possibility that 
her treatment would be abruptly terminated. Ix group meet- 
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ings on the unit Ms. B repeatedly referred to her fear that she 
would be “kicked out” by her insurance company before she 
was ready. She was preoccupied with this concern and be- 
came increasingly suicidal as she contemplated the threat of 
premature discharge. 

Ms. B’s reaction to this perceived external threat from the 
case reviewer was to attach herseif more intensely to the 
treatment team. This reaction made it even more difficult for 
the patient to separate f-om her treaters in a meaningful way. 
When the case reviewer forced the patient out of the hospital, 
she promptly attempted suicide several days after her dis- 
charge and had to be rehospitalized. 


Empirical research has demonstrated that careful 
discharge planning is essential to assure treatment 
compliance and avoid rehospitalization (23). One rea- 
son that the discharge process is important in extended 
hospitalization is that patients must be able to disen- 
gage gradually from the meaningful relationships they 
have formed in the kospital and develop new attach- 
ments. Instrumental to this mourning process is com- 
ing to terms with both the “good” and the “bad” as- 
pects of the treaters. Indeed, one major goal in the 
treatment of borderline patients is the integration of 
the split-off fragments of self-representations and ob- 
ject representations into more mature, ambivalent 
views (18). Ms. B was unable to accomplish this inte- 
grative task because all “badness” was perceived as 
residing in the threatening insurance reviewer. More- 
over, she became more attached to the staff members 
of her treatment team in an effort to protect herself 
from the threat of external attack. 

The case of Ms. B also illustrates how the close scru- 
tiny of the insurance company may in and of itself 
become a major stressor to the patient. In fact, in some 
cases hospital psychiatrists have found it necessary to 
include the insurance review process as a new problem 
on the patient’s problem list in the medical record. 
This scrutiny itself may create an atmosphere in which 
patients feel they cannot improve without disastrous 
consequences. In so doing, the insurance review may 
have the paradoxical effect of reinforcing the patient’s 
illness. Patients may feel that they must stay suicidal in 
order to avoid losing their entire support system of 
treaters. 


IMPACT ON TREATERS 


Inpatient treatment staff may respond to review by 
insurance companies in much the same manner as pa- 
tients. Although they may be better able to handle the 
stress of the review because of greater psychological 
resources, they nevertheless are influenced in such a 
way that their treatment skills may be seriously com- 
promised. It is often highly tempting for the treatment 
team to collude with the patient in the projection of all 
badness onto the insurance reviewer. Primitive defen- 
` sive operations such as splitting and projection are also 
common in staff groups, and staff members may 
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readily fall into a pattern of seeing the reviewer as the 
container of all badness in the treatment system (20). 
(A similar risk exists with family members, who may 
be seen as the villains who caused the patient’s illness.) 
Being the target of the borderline patient’s hatred and 
contempt is exceedingly unpleasant, and there may be 
a sense of relief in having it directed elsewhere, espe- 
cially at a figure whom the treatment team already 
regards with considerable hostility. With patients who 
are extraordinarily hateful and seem to be incapable of 
forming a therapeutic alliance, it may be particulerly 
attractive to forge an alliance through siding with the 
patient against a common outside enemy (14, 15). 
However, this temporary solution is doomed to failure 
because the alliance rests on an unstable foundation— 
namely, the splitting and projection of all negative feel- 
ings between the patient and the treatment team. It is 
only a matter of time until the tables are turned and the 
treaters are once again regarded as the patient’s bad 
objects. This turn of events may explain the fact that a 
dissatisfied patient often chooses to sue the physician 
rather than the insurance company (1). 

Treatment staff may also feel cornered into a situa- 
tion of demanding improvement at a rate with which 
the patient cannot reasonably comply. This pressure 
creates a situation that Rinsley (24) termed “‘deperson- 
ification.” The fact that the patient may be develop- 
mentally arrested at a psychological age of 18-24 
months is disregarded, and staff members expect the 
patient to behave as a mature adult would. Patients in 
these instances feel terribly misunderstood and experi- 
ence these expectations as totally beyond reach. As a 
result, patients experience a severe blow to their self- 
esteem and deteriorate further. Depersonification of 
this nature is often a repetition of what these patients 
experienced at home, where they may have been re- 
garded as bad instead of psychologically disturbed. 


` Even in the best scenario, these patients may be able to 


provide only a kind of “false self” compliance—they 
marshal their ego resources to comply with expecta- 
tions, but no internal change has occurred beneath the 
surface. 


Case 3. Ms. C was a 26-year-old patient with a diagnosis 
of schizoaffective disorder and severe suicidal tendencies. She 
had a 7-year history of recurrent psychotic episodes and sui- 
cide attempts. She was admitted to an extended-treatment 
unit of a psychiatric hospital after numerous failures of 
short-term hospitalizations and pharmacotherapy. While a 
teenager, she was constantly compared with an older sister 
who was the “star” of the family. Her parents repeatedly 
told her that she was “nothing but trouble.” As her psychotic 
symptoms evolved, she would tell her parents, “I think I’m 
crazy,” only to have them respond that she was bad end 
needed discipline rather than treatment. Her parents finally 
made her leave the house because she would not behave. 
When she tried to return home, her parents called the police. 

Following Ms. C’s admission, a managed-care firm hired 
by her insurance company immediately made it clear that 
they expected rapid results. Although the patient was admit- 
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ted for extended treatment, they would approve only a 
month at a time, always with the expectation that the patient 
ought to be out of the hospital by the end of the month. The 
patient experienced this expectation as a repetition of her 
mother’s demands that she behave—with the threat of being 
kicked out of the house if she did not. She said that she 
would kill herself if she had to leave prematurely. 

The staff members on the treatment team were acutely 
aware ot the severity of Ms. C’s psychiatric disorder. When 
the insurance company threatened discharge, the team’s anx- 
iety level skyrocketed. They were extremely worried that the 
patient would kill herself if she were discharged prematurely, 
and they conveyed a “‘hurry-up-and-change” attitude to Ms. 
C, who felt unable to improve at the rate they expected. The 
pressure from the managed-care firm reviewing the case led 
to a situation in which the treatment team was much more 
invested in the patient’s improvement than she was. Suffering 
had become a way of life for the patient, and she was unable 
to rapidly change her habitual mode of relatedness. High 
expectations of staff members had the paradoxical effect of 
leading to further deterioration. Ms. C experienced these 
expectations as a recapitulation of her family situation, 
where the expectations of change exceeded her level of psy- 
chological development. She felt that staff members were not 
empathizing with her difficulties or understanding her limi- 
tations. In other words, she felt depersonified. 


For treatment-resistant patients who require ex- 
tended hospitalization, change is often a dirty word. 
Besides the humiliation of feeling unable to meet the 
standards set by treaters, demands for improvement 
often convey the message that patients are unaccept- 
able as they are and must be different to be acceptable. 
Numerous authors (15, 25, 26) have cautioned against 
excessive zeal in the treatment of borderline patients. 
In response to the feeling of being misunderstood and 
humiliated, many patients will dig in their heels and 
become more oppositional. There is often an uncon- 
scious feeling of triumph at defeating the treater who is 
consumed with a furor therapeuticus. This delight in 
thwarting the treater’s efforts will increase in direct 
proportion to the treater’s investment in changing the 
patient. Psychodynamic exploration of such cases of- 
ten reveals deep-seated revenge fantasies against one’s 
parents (27). 

Among the subgroup of borderline patients who 
seem to require prolonged hospitalization, a fair num- 
ber suffer from organically based cognitive deficits (28— 
31). The key to successful treatment of these patients is 
often accurate diagnosis and reduced expectations of 
performance by both family and treaters. Paradoxi- 
cally, these patients often improve more when the pres- 
sure to change is removed (30, 32). 

Insurance reviewers often have an alarming lack of 
interest in dynamic factors such as these in the pa- 
tient’s failure to improve. Some observers (4) have sug- 
gested that evidence of improvement in the patient is 
not a valid review criterion. As these examples dem- 
onstrate, this criterion may create an atmosphere that 
subverts treatment. 
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IMPACT ON FAMILIES 


The hospitalization of an adolescent or young adult 
may pose a serious threat to the family equilibrium. 
Especially in families where enmeshment is a major 
dynamic, the hospital treatment may be viewed as an 
effort to undermine the family relationships and make 
the patient become autonomous from the family (32, 
33). In these instances parents may harbor a deep sense 
of mistrust toward the treatment team and may be 
skeptical about their competence or intent:ons. When 
an insurance company conveys some doubt about the 
validity or efficacy of the hospital treatment being de- 
livered, such families may pounce on this skeptical at- 
titude as confirmation of their own doubts. The result 
is an “unholy alliance” between the family and the 
insurance company. 


Case 4. Mr. D was an 18-year-old patient who had nu- 
merous run-ins with law enforcement agencies as a result of 
antisocial behaviors, such as driving while intoxicated, writ- 
ing bad checks, and stealing. When the patient became de- 
pressed and suicidal, he was admitted to a psvchiatric hos- 
pital. Mr. D’s widowed mother felt that her life revolved 
around her son and was wary of whet might transpire during 
the hospitalization. 

After 3 months of hospitalization, Mr. D continued zo be 
intensely suicidal. His mother asked the social worker on the 
treatment team why her son could not come home. She ques- 
tioned whether he was truly suicidal and volunteered to 
watch him herself to prevent him from doing anything. 
About this same time, the insurance company contacted Mr. 
D’s mother and told her that they questioned whether con- 
tinued inpatient treatment was advisable. Seizing on this in- 
formation as a validation of her own skepticism, she called 
the social worker and argued again for her so-’s discharge. 
This time, however, she bolstered her argument with key 
words she had learned from the insurance company. For 
example, she said that suicide was only a “potential,” not an 
“imminent,” threat. She argued tha: suicide wes a potential 
for most people, and she suggested that the treatment team 
might simply be using it as a ruse to assure continued cov- 
erage. She made a point of saying that since the insurance 
company agreed with her point of view, there must be some 
legitimacy to it. 


This form of collusion between insurance companies 
and family members may cause the treatment team and 
the patient to “circle the wagons” against the outside 
intruders. On the other hand, patients who are op- 
posed to staying in the hospital may ally themselves 
with the insurance reviewer against parents and treat- 
ers to force a discharge that is highly premature. Ad- 
olescent patients frequently view the case reviewer as a 
savior or fairy godmother who will rescue them from 
the hospital (personal communication from H.J. 
Green). 

An opposite situation that is also common is the 
development of an alliarce between the treatment 
team and the family against the insurance company. In 
many cases the insurance company has contractually 
agreed to a much higher level of benefits than they are 
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actually willing to contribute to an extended hospital- 
ization. The family members involved may be forced to 
file a lawsuit against the insurance company to get the 
coverage that they have been guaranteed. (In describ- 
ing this development, we do not mean to imply that the 
necessity of suing the insurance company for benefits is 
a pathological event. Families may be forced into this 
situation when they are denied benefits they have been 
promised.) 


INSURANCE REVIEW AS COLLABORATION 


Case reviewers should have two roles: that of pa- 
tient advocate and that of container of costs. These 
two functions must always be balanced against one 
another with the awareness that what is best for the 
patient may not always be the cheapest solution (34). 
Moreover, one exterded hospitalization early in the 
course of an illness may be more cost effective in the 
long run than a series of many brief hospitalizations 
spread out over decades. 

Insurance reviewers who have the best interests of 
the patient in mind consider themselves collaborators 
with the treatment team. They do not portray them- 
selves as perfect individuals who provide a never-end- 
ing flow of money ir an unlimited manner, but they 
work with the treatment staff toward a compromise 
that attempts to balance cost containment with what is 
clinically indicated for the patient. 


Case 5. Ms. E was a 33-year-old single woman with a 
refractory depression. Every major antidepressant medica- 
tion had been tried in ber treatment, and she had had three 
separate courses of ECT. She had made several serious sui- 
cide attempts and had a serious alcohol problem as well. 
After 27 brief hospitalizations, her case reviewer referred her 
to a psychiatric hospital that specialized in extended treat- 
ment. Based on the failure of her previous short-term hospi- 
talizations, the reviewer readily accepted the need for more 
extended hospitalization. She asked to be kept informed of 
the patient’s progress, and she offered to attend a case con- 
ference set for approximately 2 months after admission. She 
attended the conference and listened intently to the discus- 
sion about Ms. E, the dynamic understanding of her illness, 
and the treatment plan that was necessary to make a sub- 
stantial impact on her illness. The case reviewer authorized 
continued treatment for 6 months so that the plan would 
have a fair trial. 

After 6 months, the reviewer asked if the patient could be 
moved to a less expensive setting such as a day hospital. The 
treatment team felt that the patient had improved sufficiently 
to give such a plan a try. The case reviewer recognized that 
an abrupt transition would cause the patient to lose the gains 
she had made during the hospital phase of treatment, so she 
collaborated with the team in planning a 2-month transition. 
This enabled the patient to gradually disengage from her 
relationships with the treatment team and form new rela- 
tionships with the staff members in her partial hospitaliza- 
tion program. 
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DISCUSSION 


In an age of increased international competition and 
escalating health costs, it is understandable that indus- 
try is increasingly turning to managed-care firms for 
help in controlling the costs of insuring their employ- 
ees. Unfortunately, the impact of the scrutiny of health 
care costs on employees has often been neglected in the 
planning and implementation of these cost-saving 
measures. 

Abuses by hospitals have undoubtedly occurred, and 
some scrutiny of the provision of services is necessary. 
However, the psychodynamic considerations discussed 
in this paper underscore the fact that the more adver- 
sarial and irrational the review process becomes, the 
more likely it is to feed into the patients’ and the fam- 
ilies’ preexisting psychopathology and thereby under- 
mine or compromise the treatment. A key feature of 
extended hospital treatment for treatment-refractory 
patients is the internalization of new forms of object 
relatedness (13, 14, 27). If the relationships provided 
for internalization are part-object representations that 
mirror the patient’s internal splitting processes, the 
treatment will merely solidify and confirm the patient’s 
internal object world. On the other hand, if balanced, 
integrated relationships (containing both positive and 
negative aspects) are presented to the patient for inter- 
nalization, the therapeutic task of integration becomes 
much more realistic and attainable. 

Both caregivers and insurance companies have legit- 
imate concerns. Hospitalization is costly. On the other 
hand, inadequately treated psychiatric illness may be 
devastating. Clinical and economic decisions regarding 
optimal length of stay are further hampered by the lack 
of definitive outcome studies on the cost effectiveness 
of extended hospital treatment. Negotiation and com- 
promise—such as the trend toward increasing utiliza- 
tion of partial hospital settings—are sorely needed. A 
spirit of collaboration between payer and provider is 
the key to serving the patient’s best interests. 
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Psychological Comorbidity and Length 
of Stay in the General Hospital 


Stephen M. Saravay, M.D., Maurice D. Steinberg, M.D., Barbara Weinschel, Ph.D., 


Simcha Pollack, Ph.D., and Nancy Alovis, B.A. 


Objective: As general hospitals search for ways to cut costs without sacrificing efficiency, 
particular attention has been focused on factors that may prolong hospital stay. The results 
of prior studies that have reported an association between psychological and psychiatric 
comorbidity and longer hospital stays have been subject to different interpretations because 
of methodological design flaws. The current paper reports on a study of psychological 
comorbidity and length of stay that has been designed to avoid the methodological problems 
of earlier investigations. Method: The study was performed at a'429-bed tertiary-care, uni- 
versity-affiliated, voluntary, teaching hospital. During hospital days 3 to 5, patients were 
tested as available with the Mini-Mental State examination, the Zung Depression Inventory, 
and the SCL-90 and were rated for physical impairment with the Karnofsky Performance 
Status Scale. Statistical analyses were performed for correlations between length of stay and 
test scores, rating scales, and demographic and discharge data from the chart. Results: Of 
424 patients approached, 321 (76%) agreed to participate and 278 (65.6%) completed the 
test battery. Depression, anxiety, and organicity, measured by psychological tests, were 
significantly correlated with longer hospital stay. These correlations remained significant 
after the authors controlled for degree of physical impairment, emergency versus elective 
admission, and medical versus surgical service, which were themselves correlated with longer 
hospital stay. Discussion: This study confirms a significant correlation between psychological 
comorbidity and length of stay after correcting for the methodological pitfalls found in 
earlier studies. The clinical, research, economic, and policy implications of these findings are 


discussed, 
(Am J Psychiatry 1991; 148:324-329) 


Ji n response to the rekindled interest in factors influ- 
encing extended length of stay and its economic im- 
plications, a number of recent studies have reexamined 
the association between psychiatric comorbidity and 
longer stay first reported by Billings (1) almost 50 
years ago (2—11). While the evidence of a strong asso- 
ciation between psychiatric comorbidity and longer 
hospital stay has grown, three important issues about 
the nature of that association have not been sufficiently 
addressed by this bedy of work. The first is whether 
psychiatric comorbidity precedes and, therefore, may 
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contribute to extended hospital stays or whether it 
arises later after hospitalization has been prolonged by 
other factors. The second is whether or not length of 
stay and psychiatric comorbidity are directly corre- 
lated with each other or whether they covary with the 
degree of physical impairment. Third, all of the studies 
that reported a significant correlation were based cn a 
small subgroup of the total population of patients with 
psychiatric morbidity who were spontaneously identi- 
fied or referred by their medical or surgical physicians. 

In the first of several retrospective studies, Dvored- 
sky and Cooley (2) reviewed 37,000 Veterans Admin- 
istration hospital discharge charts and found a signifi- 
cant correlation between psychiatric comorbidity and 
length of stay. Fulop and co-workers (4) reported that 
the 5% of patients with comorbid psychiatric diag- 
noses found in the 59,000 charts they reviewed had 
significantly longer hospital stays. Lyons et al. (5) 
found significantly longer stays for patients with head 
and spinal cord trauma and psychiatric comorbidity in 
both the acute and rehabilitation phases of their hos- 
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pitalization, while Cushman (8) found longer stays 
for stroke patients with depression and organic brain 
syndrome. 

Because of their retrospective designs, these studies 
could not determine whether psychiatric comorbidity 
preceded and may have contributed to extended hos- 
pitalization or occurred later during the course, per- 
haps as a result of prolonged hospitalization. One 
attempt to deal with this methodological issue statis- 
tically still left the association unclear (7). Brezel et al. 
(9) found that burn patients with a prehospitalization 
history of substance abuse or mental impairment had a 
significantly longer hospital stay than other patients. 
However, they did not control for age or flame burns, 
both of which were greater in the study group. 

Four prospective studies addressed some of the 
methodological limitations described previously. Lev- 
enson et al. (3) tested 80 consecutively admitted pa- 
tients with a psychological battery but failed to find 
significant correlations between psychological test 
scores and subsequent length of hospital stay. Rogers 
et al. (10) failed to find a significantly longer stay for 
patients diagnosed with delirium on the fourth day 
after orthopedic surgery. In another prospective study, 
Morris and Goldberg (11) failed to demonstrate a re- 
lationship between psychological or psychiatric co- 
morbidity and length of stay in gastroenterology pa- 
tients with mixed diagnoses or a single diagnosis; this 
finding may be due to small sample size. However, 
Thomas et al. (6) did find that a diagnosis of delirium 
was associated with a longer stay. 

Unfortunately, none of the cited studies with posi- 
tive findings controlled for severity of physical impair- 
ment. Severity of physical illness and impairment have 
been found to strongly correlate with both longer stay 
(12) and greater psvchiatric morbidity (13). In the 
study by Thomas et al. (6), the group of patients with 
delirium had a higher mortality rate than the control 
group. Since delirium is often seen as a harbinger of 
terminal states (14, 15), which may be associated with 
prolonged hospital stays, the longer stay may have 
been due to the greater physical morbidity of these 
patients. A similar issue can be raised regarding the 
retrospective study by Fulop et al. (4). In that study, it 
also is not clear whether severity of physical illness 
might have contributed to the longer stay, since pa- 
tients with psychiatric comorbidity had a greater num- 
ber of medical diagnoses, surgical consultations, and 
surgical procedures and a higher mortality rate. 

All of the cited studies with positive findings relied 
on psychiatric diagnoses recorded by surgical or other 
nonpsychiatric physicians in the discharge summary or 
on spontaneous referral for psychiatric consultation. 
Psychiatric disorders are known to be underdiagnosed 
and patients with these disorders underreferred (1, 6, 
16, 17) in the general hospital. One study demon- 
stratec that only 10% of the population with psychi- 
atric comorbidity were referred (16). Even when pa- 
tients with psychiatric disorders are diagnosed and 
referred, the psychiatric diagnoses are frequently not 
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reported in the discharge sammaries (18). Studies us- 
ing discharge psychiatric diagnoses or spontaneous re- 
ferral to define psychiatric comorbidity report on re- 
sults taken from a small subsample of patients who 
may be more likely to provoke referral ard may not 
be representative of the population with psychiatric 
comorbidity. 

The current paper reports on a study of psychclog- 
ical comorbidity and length of stay designed to avoid 
the methodological problems of earlier investigations. 
This prospective study used psychological tests admin- 
istered to patients during days 3 to 5 and controlled for 
the severity of physical impairment and other pcten- 
tially confounding variables. 


METHOD 


The study was carried out from Jure 1, 1985, 
through June 30, 1986, at Long Island Jewish Hospi- 
tal, a 429-bed-tertiary care, university-afcliated, vol- 
untary, teaching hospital. Patients from the four med- 
ical floors, four surgical floors, and one gynecology 
floor were tested as available on weekdays during the 
third to fifth hospital days. In order to address the 
potential bias of nonresponders, length of stay and 
other demographic data were also recorded for those 
patients who refused to participate or who agreed to 
participate but were excluded for the reasons described 
later. The test battery included a modified version of 
the SCL-90 (questions 13, 47, 70, and 80 were deleted 
because they were not appropriate for hospital inpa- 
tients—e.g., they dealt with phobic concems on buses 
and subways in the prior week), the Zung Depression 
Inventory, and the Mini-Mental State examination. At 
the time of testing, each patient’s nurse rated the de- 
gree of physical impairment according to the Karnof- 
sky Performance Status Scale (19). 

After each patient’s discharge we gathered data from 
the chart on social and environmental factors that 
might affect length of stay, such as preacmission em- 
ployment status, preadmission and postdischarge liv- 
ing arrangements, availability of postdischarge care, 
availability of significant others on discharge, and lim- 
itation of activity as prescribed by the physician. We 
also recorded type of admission, final diagnoses, and 
other demographic data. 


RESULTS 


Of 424 patients approached, 321 (76%) agreed to 
participate in the study. Thirty-four (10.6%) cf the 
patients who agreed to participate had to be excluded 
before testing—21 because they were too ahysically ill, 
two because they were too emotionally ill (one was 
confused and one schizophrenic), eight because of lan- 
guage problems, and three for miscellaneous reasons. 
An additional nine (2.8%) were excluded after they 
failed to complete the test batterv—three because they 
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were too physically ill, one because of emotional upset, 
and five for miscellaneous reasons. A total of 278 pa- 
tients, 65.6% of those initially approached, completed 
the test battery and made up the group of subjects 
studied. 

Subjects ranged in age from 18 to 83 years (mean+ 
SD=48.1+16.2). The mean length of stay was 8.7+ 
6.7 days (range=3—61). Fifty-four percent (N=150) 
were women; 89% (N=247) were white; 42% (N= 
117) were Catholic, 35% (N=97) were Jewish, and 
16% (N=44) were Protestant; 67% (N=186) were 
married; and 9% (N=25) were unemployed or dis- 
abled, 28% (N=78) were retired or homemakers, and 
53% (N=147) were employed. Ninety-six percent 
(N=267) lived in their own home or apartment, and 
only 11% (N=31) lived alone. 

The mean Zung depression score of the study group 
was 45.8+10.4; 9% (N=25) had moderate to severe 
depression (scores of 60 and above), while 34% (N= 
95) had minimal to severe depression (scores of 50 and 
above). The mean Mini-Mental State score was 27.3+ 
2.3. We used a cutoff score of 23 or below (previously 
shown to have an 87% sensitivity and 82% specificity 
[20]) and found that 8% (N=22) of the patients had 
organic impairment according to the Mini-Mental 
State examination. The mean Karnofsky score was 
72.9+15.7 (out of a possible 100); this score indicates 
that the patient can care for himself or herself but is 
unable to carry on ncrmal activity or do active work. 
Since SCL-90 scores were not compatible with norms 
because of the deletion of four items inappropriate for 
hospitalized patients, only correlations will be re- 
ported for these data. The group of patients who re- 
fused to participate or who agreed to participate but 
had to be excluded for the reasons described earlier 
were significantly older than the study group (61.2+ 
17.5 versus 48.1416.2 years; t=7.62, df=379, p< 
0.001) and stayed significantly longer (13.8+14.5 ver- 
sus 8.76.7 days; t=2.52, df=378, p<0.01). 

A two-tailed alpha value of 0.05 was used to deter- 
mine significance. Significant correlations between 
length of stay and test battery scores were found. A 
parallel analysis was done on the log transformation, 
with results similar to those reported later. Longer stay 
was significantly correlated with greater organicity on 
the Mini-Mental State (r=—0.17, df=275, p=0.004), 
with higher depression scores on the Zung Depression 
Inventory (r=0.13, df=276, p=0.03), and with higher 
depression and anxiety scores on the subscales of the 
SCL-90 (r=0.13, df=274, p=0.04, and r=0.12, df= 
274, p=0.05, respectively). A trend was evident (r= 
0.11, df=274, p=0.05) for the psychoticism subscale. 
Greater physical impairment, as measured by the Kar- 
nofsky Performance Status Scale, was also significantly 
correlated with a longer stay (r=—0.22, df=276, 
p=0.001) and with greater psychological morbidity 
(organicity on the Mini-Mental State [r=0.13, df= 
275, p=0.03] and on the cepression, paranoia, and 
obsessive-compulsive subscales of the SCL-90, with a 
trend for depression on the Zung Depression Inventory 
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[r=—0.10, df=276, p=0.09}). When Karnofsky rat- 
ings of physical impairment were controlled for, sig- 
nificant correlations with length of stay were again 
obtained for organicity on the Mini-Mental State (r= 
—0.14, df=274, p=0.02) and depression on the Zung 
Depression Inventory (r=0.13, df=275, p=0.03) end 
the anxiety subscale of the SCL-90 (r=0.12, df=273, 
p=0.04), while the depression and psychoticism sub- 
scales of the SCL-90 showed trends in the same direc- 
tion (r=0.10, df=273, p=0.09, in both cases). 

Other variables were also found to be associated 
with longer stay. Patients admitted on an emergency 
basis stayed longer than patients admitted on an elec- 
tive basis (9.7+8.0 versus 7.3+3.9 days; t=3.30, df= 
248, p=0.001). Medical patients stayed longer than 
surgical patients (10.6+10.3 versus 7.9+4.6 days; 
t=2.10, df=80, p<0.05). When type of admission was 
controlled for, the Mini-Mental State again showed a 
significant correlation (r=—0.15, df=274, p=0.02), as 
did the Zung Depression Inventory (r=0.14, df=275, 
p<0.02) and the anxiety subscale of the SCL-90 (r= 
0.13, df=273, p<0.04), while the depression subscale 
of the SCL-90 showed a trend (r=0.12, df=273, 
p=0.05). When service (medicine versus surgery) was 
controlled for by stratifying on service, the pattern of 
results relating psychological test scores with length of 
stay did not differ from the results reported earlier for 
the combined sample. 

No associations with length of stay were found ror 
age, discharge medical diagnosis, preadmission living 
arrangements, occupational status, day of testing, dis- 
charge condition, limitation of activities on discharge, 
or other psychosocial factors. The high percentage of 
patients in our study who were admitted from, and 
discharged to, their own homes prevented a meaning- 
ful analysis of the correlation of type of dwelling with 
length of stay. Older age was not correlated with 
longer stay, but it was correlated with greater psycho- 
logical morbidity on the Mini-Mental State and the 
subscales of the SCL-90. 

When 30 patients staying more than 14 days (outli- 
ers) were compared with the rest of the study popula- 
tion, which stayed 14 days or less, a significant differ- 
ence was found in organicity, as measured on days 3 to 
5 by the Mini-Mental State (t=2.17, df=33, p=0.04). 
Despite the finding of more organicity, these patients 
were not more physically impaired at the time of test- 
ing than were patients who stayed 14 days or less. 

When the 30 patients who stayed longer than 14 
days were excluded from the correlational analysis, the 
correlations of psychological test scores with length of 
stay lost significance. However, the patterns of corre- 
lations within the two groups were similar. Sensitivity 
was 50%, specificity 68%, and accuracy 66%. Because 
of the difficulty of interpreting the correlations in the 
presence of outliers, a nonparametric approach was 
taken. 

Scores on all nine subscales of the SCL-90 were 
higher in the group of 30 outliers than in the other 248 
patients. While most differences were not significant, 
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the pattern of results, as measured by the nonparamet- 
ric sign test, indicates a clear relationship between 
length of stay and psychological comorbidity (p< 
0.01). Consistent with these results, when the Zung 
score was dichotomized at +50 and cross-tabulated 
with length of stay dichotomized at +2 weeks, a sig- 
nificant difference was found (y*=3.94, df=1, p< 
0.05). When the Mini-Mental State score was similarly 
dichotomized at +23, a significant difference was 
found (x*=3.50, df=1, p=0.06). 

Eight of 278 patients (2.9%) in the study group had 
psychiatric consultations. Although their stay was 
twice as long as that for patients without consultations 
(17.1+15.5 versus 8.4+6.1 days), the difference was 
not statistically significant. 

Psychiatric consultations were significantly corre- 
lated with ratings on the three psychological scales; 
with the mean SCL-90 and obsessive-compulsive, in- 
terpersonal sensitivity, depression, anxiety, paranoid 
ideation, and psychoticism subscales; with organicity 
on the Mini-Mental State; and with moderate to severe 
depression (score of 60 or above) on the Zung Depres- 
sion Inventory. However, only three (14%) of the 22 
patients with scores indicating organicity on the Mini- 
Mental State and three (12%) of the 25 patients with 
moderate to severe depression on the Zung Depression 
Inventory were referred for psychiatric consultation. 

Psychiatric discharge diagnoses were recorded on 
the charts of only five patients (1.8%). There was no 
significant difference in length of stay between these 
patients and the rest of the subjects. 


DISCUSSION 


This paper describes a prospective study of psycho- 
logical comorbidity and length of hospital stay that 
controlled for severity of physical impairment and 
other potentially confounding variables such as type of 
admission (emergency versus elective) and type of hos- 
pital service (medical versus surgical). In this study, 
psychological scores obtained on previously validated, 
reliable instruments indicated that greater levels of de- 
pression, anxiety, and organicity during days 3 to 5 of 
hospital stay were associated with longer stay. Further, 
psychological test scores were found to be significantly 
worse in a subset of outlier patients staying more than 
14 days. 

The use of psychological screening scores may more 
accurately reflect the full extent of psychiatric comor- 
bidity in this population than discharge diagnoses in 
the chart or the records of psychiatric consultations, 
which are known to underrepresent psychiatric illness 
(1, 6, 15-18). The Mini-Mental State examination (20, 
21) and the SCL-90-R (22-24) have previously been 
tested for validity and specificity in medical inpatients. 
The Zung Depression Inventory correlates with the de- 
pression scale of the SCL-90 and has been used to 
screen for depression in primary practice (25). It is 
important to recognize, however, that while psycho- 
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metric tests have the advantage of screening a broad 
sample of inpatients and even though test scores may 
correlate with clinical psychiatric diagnoses, they are 
not equivalent to them. 

In other studies, only 14% of depressed inpatients 
(13) and 37% of cognitively impaired patients (26) 
(according to psychometric test results) were recog- 
nized by medical residents, and only 11%—12% of 
medical inpatients with significant psychiatric comor- 
bidity are referred for consultation (16, 27). In the 
current study, only 12% of patients with psychologi- 
cally significant depression and 14% witk organicity 
were referred. While 2.9% of the study group were 
referred for psychiatric consultation, only 1.8% had 
psychiatric discharge diagnoses. Had our study relied 
just on psychiatric consultations or psychiatric dis- 
charge diagnoses on the charts, no significant correla- 
tion with length of stay would have been round. 

The rates of psychologically significant depression 
and severe depression found in our study—34% and 
9%, respectively—are consistent with other reports, 
which show ranges of 15%-36% and 8%—14%, re- 
spectively (13, 26, 28). 

The problem of defining clinical depression in med- 
ical patients has been well described (28-31). It has 
been suggested that physical illness may spuriously el- 
evate rating scale scores for depression by contributing 
to symptoms of fatigue, anorexia, and inscmnia. Nev- 
ertheless, these symptoms can still serve as valid indi- 
cators of depression (32). In our study, the association 
of depressive scores with length of stay persisted even 
eae severity of physical impairment was controlled 
or. 

The relatively low 8% prevalence of organicity that 
we found, compared to the 28%—34% reported in 
other comparable studies (20, 26), may reflect inherent 
differences in the population studied, such as age, ed- 
ucation, or other factors or the time of testing during 
the hospital stay. A higher proportion of older pa- 
tients, who are more likely to have organic impairment 
(15, 33, 34), refused to participate or were excluded 
from our study, some because of the sevezity of their 
organic brain syndrome. In addition, by testing during 
days 3 to 5, we might have missed a significant number 
of elderly patients who became organically impaired 
later in their hospitalization (6, 15). 

The Karnofsky Performance Status Scale as a meas- 
ure of severity of physical impairment was, as ex- 
pected, strongly correlated with longer stay and with 
more psychological morbidity. These findings are con- 
sistent with results obtained with other measures of 
severity of physical illness (12, 13). 

Our findings emphasize the need to develop practi- 
cal screening approaches and clinically sound thera- 
peutic interventions that are effective in reducing 
length of stay. Zook and Moore (35) also called for the 
development of effective interventions for a defined 
group of high-cost inpatient users of med:cal services 
in order to diminish their disproportionately long hos- 
pital stays. Patients with psychiatric problems make up 
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a significant portion of this group. The significant im- 
pact of depression on days spent in bed and on impair- 
ing functioning in medical outpatients has been per- 
suasively demonstrated in the medical outcomes study 
(36), which also showed that the effect of depression is 
additive in patients with physical comorbidity. 

The manner in which organicity, depression, and 
anxiety may contribute to longer stay cannot be deter- 
mined from our data. However, the clinical literature 
cffers some insights from case reports. In their inter- 
vention study Levitan and Kornfeld (37) described sev- 
eral delirious patients awaiting institutional placement 
who were able to be discharged to their homes after 
proper diagnosis and treatment. Anxiety and depres- 
sion can confuse the diagnosis and lead to more exten- 
sive and time-consuming tests and may impede the 
patient’s participation in (37), and response to, treat- 
ment. In addition, unresolved family conflicts (38), iat- 
rogenic psychiatric illness (37), borderline personality 
disorders (39), and somatoform disorders (1, 17, 38, 
40) have all been reported as preventable causes of 
extended hospital stays. 

Psychiatric consultation-liaison programs have not 
crdinarily been viewed as economically effective serv- 
ices capable of reducing hospital costs in the popula- 
tion with psychiatric comorbidity (41). The fact is that 
tne clinical cost effectiveness of consultation-liaison 
services has not been definitively investigated, al- 
though preliminary studies suggest that psychiatric in- 
terventions provided by them are clinically effective 
(17, 42) and econorrically sound (1, 37). Significant 
economic benefits have been amply demonstrated for 
psychiatric intervention in other areas of medical care 
(43, 44). 

Levitan and Kornfeld (37) and Strain et al. (45) have 
demonstrated significant savings from a consultation- 
liaison program for elderly patients with hip fractures. 
One study (42) showed a trend for a shorter stay with 
psychiatric consultations. Another study (46) actually 
found that patients receiving psychiatric consultations 
had longer stays. However, the latter study did not 
have an adequate control group and did not determine 
whether psychiatric comorbidity and consultation may 
have been the result rather than the cause of extended 
stays. In this context, two studies (5, 47) found that the 
earlier the psychiatric consultation, the greater the re- 
cuction in length of stay both in absolute terms and 
relative to the time o= consultation. 

The problem of early detection of patients with psy- 
chiatric comorbidity looms large. While we found a 
significant association between greater psychological 
comorbidity and longer stay, sensitivity and specificity 
were limited. Further work needs to be done to deter- 
mine whether the specificity and sensitivity of screen- 
ing methods can be improved to the point where they 
can serve as practical guides for clinical intervention 

rials. 

While we cannot an the basis of this study recom- 
mend an optimal test battery, we can suggest that psy- 
chometric instruments used in the identification of psy- 
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chiatric comorbidity possess certain characteristics. 
They must be objective, reliable, and valid for the gen- 
eral hospital population and should take into account 
the patient’s psychosocial functioning and degree of 
impairment. Since even an hour of testing may be too 
long for a significant proportion of inpatients, tests 
should be brief and easy to administer and score. 

Whether active liaison (16, 17), psychological 
screening, or some combination of the two turns out to 
be the most effective way to detect patients with psy- 
chiatric comorbidity who are at risk for longer hospital 
stays remains to be seen. Preliminary results from our 
institution suggest that multimodal screening ap- 
proaches may offer a practical way to identify a sub- 
population of patients in whom psychological factors 
have a greater association with longer stay. 

As the weight of evidence increasingly points to a 
direct association between psychological comorbidity 
and longer stay, the need becomes more pressing 
than ever to examine through methodologically sound 
studies the possible therapeutic and fiscal benefits of 
treatment intervention in patients with psychiatric co- 
morbidity. Psychiatric consultation-liaison services, 
because of their joint functions of detection and inter- 
vention with such patients, are well positioned to en- 
gage in these research endeavors. It is only with the 
benefit of data derived from such studies that legisla- 
tors and administrators can fashion enlightened health 
policies to address the clinical and economic impact of 
psychological comorbidity in general hospital patients. 
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Housing Instability and Homelessness 
Among Rural Schizophrenic Patients 


Robert E. Drake, M.D., Ph.D., Michael A. Wallach, Ph.D., Gregory B. Teague, Ph.D., 


Daniel H. Freeman, Ph.D., Thomas S. Paskus, B.A., and Timothy A. Clark, B.A. 


Objective: The authors examined housing instability among treated schizophrenic patients 
in a rural area and compared the findings with those from their previous study of urban 
patients. Method: Seventy-five patients with schizophrenia or schizoaffective disorder who 
were treatzd in a rural mental health center were assessed with research interviews and 
ratings by their clinical case managers. The patients were followed for 1 year to identify 
episodes of psychiatric hospitalization, incarceration, and literal homelessness. Results: Of 
the 75 patients, 19 (25%) had housing situations characterized as unstable by their case 
managers. For the majority, housing instability signified tenuousness of living arrangements 
rather than literal homelessness. Noncompliance with medications, alcohol use, and negative 
symptoms accounted for 30% of the variance in unstable housing. During follow-up, the 
unstably housed patients, compared to those in stable living situations, were no more likely 
to be rehospitalized but were somewhat more likely to be jailed and significantly more likely 
to be literally homeless. Conclusions: In the authors’ previous study of urban psychiatric 
patients, unstably housed patients were more likely to be literally homeless, highly sympto- 
matic, ana rehospitalized during follow-up than the rural patients with unstable housing. 
Better outcomes in the rural area appeared to be related to the greater availability of housing 
alternatives and to intensive case management. For patients with unstable housing in both 
settings, noncompliance with medications and substance abuse, as well as housing arrange- 


ments, shauld be assertively addressed. 
(Am J Psychiairy 1991; 148:330-336) 


pproximately one-third of the people who are lit- 

erally homeless have severe mental illnesses (1). 
Among the severely mentally ill in the community, 
however, literal homelessness represents only an ex- 
treme on the continuum of residential instability. 
Many who are not literally homeless live in stressful, 
substandard, or trarsient circumstances that can be 
considered unstable. Urban housing instability is as- 
sociated with poor adjustment and predisposes not 
only to homelessness but also to institutionalization in 
jails and hospitals (2-4). In our previous work with 
aftercare patients of an urban state hospital (4), we 
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found that housing instability was strongly correlated 
with abuse of alcohol and street drugs, noncompli- 
ance with treatment, psychosocial problems, and a va- 
riety of psychiatric symptoms. Urban patients with un- 
stable housing were literally homeless much of the 
time, were attracted to the hospital as a living alterna- 
tive, and were nearly twice as likely to be rehospital- 
ized during 1-year follow-up. Housing instability in 
urban areas may be an important mediating variable 
that signals a shift from stable community adjustment 
to literal homelessness, attraction to the hospital, and 
institutionalization. 

Little research has been done on housing instability 
and homelessness in rural areas. According to’an In- 
stitute of Medicine report (5), the homeless in rural 
areas are typically not gathered in group living sites, 
such as shelters; instead, they are temporarily housed 
with family, friends, or neighbors but lack the re- 
sources to secure permanent housing. To our knowl- 
edge, the extent and significance of housing problems 
among the mentally ill in rural areas have not been 
studied. Do housing problems predispose them to poor 
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adjustment, literal homelessness, attraction to the hos- 
pital, and institutionalization? 

As part of our clinical research program on dual 
diagnosis and homelessness (6, 7), we examined the 
meaning, correlates, and consequences of housing in- 
stability for treated schizophrenic patients in a rural 
area and compared these findings with those from our 
previous study in an urban area (4), which was con- 
ducted with similar methods. Our hypothesis was that 
the rural schizophrenic patients would have a lower 
prevalence of literal homelessness than the urban pa- 
tients but that the rural patients who did have unstable 
housing situations would also manifest poor adjust- 
ment and negative outcomes. 


METHOD 
Subjects 


The subjects for this study were schizophrenic out- 
patients treated in a comprehensive community mental 
health center (CMHC) affiliated with a university med- 
ical school in rural New England. All active cases dur- 
ing 1987 involving outpatients with clinical diagnoses 
of schizophrenia or schizoaffective disorder were con- 
sidered for the study. Two research psychiatrists (in- 
cluding R.E.D.) screened CMHC records, interviewed 
patients according to DSM-III-R criteria, and ex- 
cluded 15 patients with inaccurate or questionable di- 
agnoses. Of the remaining 79 patients with definite 
DSM-III-R schizophrenia or schizoaffective disorder, 
75 consented to participate in a research interview 
about their adjustment. 

The final study group of 75 patients had a mean+$D 
age of 43.6+14.3 years; 48.0% were men, and 52.0% 
were women. All were Caucasian. Only 14.7% of the 
patients were currently married; 60.0% were single, 
and 25.3% were separated, divorced, or widowed. The 
total time spent in any mental hospital before the in- 
terview ranged from a few months to 40 years (medi- 
an=9 months). The distribution of DSM-III-R diag- 
noses was as follows: schizophrenia, 89.3% (N=67), 
and schizoaffective disorder, 10.7% (N=8). All of the 
subjects were followed closely by clinical case manag- 
ers who had low caseloads (fewer than 35), training in 
substance abuse assessment, opportunities to make fre- 
quent behavioral observations in the community, and 
access to collateral information from families, commu- 
nity contacts, and other caregivers. 


Setting 


The local CMHC provides comprehensive services 
to the severely mentally ill in a rural catchment area of 
approximately 85,000 residents. During the study pe- 
riod, a range of housing options—supervised group 
homes, scattered-site apartments, crisis apartments, 
and low-cost housing—was available to this group of 
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patients. The local CMHC operates and supervises 40 
residential placements for approximately 200 severely 
mentally ill patients. Since nearly all patierts have fam- 
ilies in the area, the available beds are usually suffi- 
cient. This situation contrasts with that in many large 
urban areas, in which only a small percentage of the 
severely mentally ill have access to suitable housing 
arrangements (8). 


Procedures and Measures 


The subjects were assessed by means o- a combina- 
tion of research interviews and clinician ratings. The 
interviews were conducted by researchers (including 
T.S.P.) using standardized instruments. Clinical case 
managers independently rated the patients on psycho- 
social variables and psychiatric symptoms after receiv- 
ing individual training with our case manager assess- 
ment instrument. Interrater reliability, described in 
detail elsewhere (4, 9-12) and assessed again with sub- 
groups of patients in this study, was high. The subjects 
were followed up 1 year after the initial evaluation. 

The stability of the patients’ living arrengements in 
the community over the previous 6 months was rated 
by case managers on a -point scale, ranging from 
“highly supportive” to “highly stressful’; each point 
on the scale was anchored by a brief example (4). Sub- 
jects with “stressful” and “highly stressful” living ar- 
rangements (points 4 and 5) were classitied prospec- 
tively as having unstable housing. After making these 
ratings, the case managers responded to open-ended, 
semistructured interviews about the subjects’ housing 
instability, number of recent moves, episcdes of literal 
homelessness, causes of housing probleris, and sup- 
ports needed to maintain housing. 

Alcohol and other drug use was assessed through a 
combination of hospital records, research interviews 
with standard instruments, case manager ratings, and 
intensive case reviews (9). The patient :nterview in- 
cluded the Alcohol Dependence Scale (13) and other 
standard tests and items. The case managers rated al- 
cohol and other drug use according to 5-point clinician 
rating scales (9, 11, 12) developed specifically for this 
population. Consensus DSM-III-R diagnoses of alco- 
hol use disorder were based on a combinzcion of these 
methods (9). 

The case managers rated seven psychosocial varia- 
bles (shown in table 1) on 5-point scales -znging from 
“highly significant” support/strength to “highly signif- 
icant” stressor/weakness. The variables were destined 
with narrative anchor points and dualistically—as a 
support/strength or as a stressor/weakness—because 
we believe they represent interactions between pa- 
tients’ capacities and their environmental conditions 
(14). 

Psychiatric symptoms were evaluated through a 
combination of research interviews and case managers’ 
ratings. Research interviewers (including T.S.P.), blind 
to other information, conducted structured interviews 
that included the Hamilton Rating Scale for Deores- 
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TABLE 1. Clinical Variables Among Rural Schizophrenic Outpatients Whose Housing Situations Were Stable or Unstable 





Housing in 6 Months Before Evaluation 


Stable (N=56) 


Variable N %* 
Psychosocial problems? 
Food 9 16.1 
Finances 27 48.2 
Daily activities 12 21.4 
Social relationships 24 42.9 
Family relationships 20 35.7 
Caregiver relationships 7 12.5 
Medication compliance 13 23.2 
Current substance use 
Alcohol Dependence Scale! 6 10.7 


DSM-IH-R diagnosis of alcohol 
abuse or dependence 


Interview 6 10.7 
Consensus 9 16.1 
Case manager rating® 
Alcohal 9 16.1 
Drugs 3 5.4 
Clinician-rated symptoms‘ 
Hostility 9 16.1 
Suicidal ideation 2 3.6 
Bizarre behavior — 22 39.3 
Hallucinations/delusions 30 53.6 
Suspiciousness/paranoia l 26 46.4 
Depression 17 30.4 
Negative symptoms 21 37.5 
Conceptual disorganization 12 21.4 
Self-reported psychotic symptoms 
Auditory hallucinations 31 58.5 
Paranoia 19 35.8 
Thought broadcasting 19 35.8 
Telepathic delusions 25 47.2 
Thought insertion 22 41.5 
Ideas of reference 21 39.6 
Suspiciousness 25 47.2 
Derealization - 14 26.4 
Nihilistic delusions 14 26.4 
Interviewer-rated depressive 
symptoms 
Total Hamilton score =13 19 35.2 
SCID-P 
Major depression 4 7.5 
Dysthymia 4 8.0 


Correlation 

Unstable (N=19) Kendall’s 
N %* tau-c p 

5 26.3 0.24 0.003€ 
14 73.7 0.27 0.0014 

9 47.4 0.31 <0.0014 
14 73.7 0.21 0.01 
15 78.9 0.27 0.002° 

5 26.3 0.06 0.23 
14 73.7 0.27 0.0019 

7 36.8 - 0.31 <0.0019 

8 42.1 0.24 0.0019 
10 52.6 0.27 <0.0014 

9 47.4 0.27 <0.0019 

3 15.8 0.15 0.0024 

3 15.8 -0.02 0.42 

4 21.1 0.18 0.004€ 

9 47.4 0.14 0.06 
14 73.7 0.06 0.25 
11 57.9 0.06 0.24 

7 36.8 0.11 0.11 
10 52.6 0.17 0.03 

6 31.6 0.14 0.06 
13 68.4 0.15 0.12 

9 47.4 0.05 0.34 
11 57.9 0.27 0.02 
11 57.9 0.17 0.09 
12 63.2 0.27 0.02 
10 52.6 0.08 0.26 

9 47.4 0.00 0.49 

5 27.8 —0.10 0.21 

6 35.3 ~0.01 0.46 

8 47.1 0.15 0.05 

3 16.7 0.04 0.31 

4 - 26.7 0.18 0.03 


“For self-reported and interviewer-rated symptoms, percentages based on varying Ns because some subjects did not complete all of the 


interview. 
Score of 4 or 5 on 5S-point scale. 
“Significant at p<0.05 after Bonferroni adjustment. 
Significant at p<0.01 after Bonferroni adjustment. 
“Score of 5 or more on 47 point scale. 
Score of 3 or more on $-po0int scale. 


sion (15), the affective disorders section of the Struc- 
tured Clinical Interview for DSM-III-R—Patient Ver- 
sion (SCID-P) (16), questions to determine self- 
reported presence or absence of nine typical psychotic 
symptoms (shown in table 1}, and selected items from 
the Alcohol Use Inventory (17). 

Each patient’s case manager rated eight psychiatric 
symptoms (shown in table 1) according to the patient’s 
characteristic condition while in the community over 
the previous 6 months. The symptoms were rated on 
5-point scales that ranged from “‘not present” to “ex- 
tremely severe.” The clinician rating scales, developed 
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by modifying items from the Brief Psychiatric Rating 
Scale (18) and the Scale for the Assessment of Negative 
Symptoms (19), and their validation are described in 
more detail elsewhere (4, 11, 12, 20). 

Living preference was defined as the patient’s atti- 
tude toward the hospital as a place to live compared 
with his or her current housing in the community (10, 
21). The case managers were asked to classify each 
patient’s living preference as “hospital attraction” or 
“community attraction” according to the patient’s at- 
titudes and behaviors rather than severity of illness or 
need for hospitalization. 
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The patients were followed prospectively for 1 year 
to identify episodes of psychiatric hospitalization, in- 
carceration, and literal homelessness. A research assis- 
tant (T.A.C.) identified and verified all episodes by in- 
terviewing case managers, examining CMHC records, 
and checking discharge summaries, hospital records, 
and public records of incarceration directly. For sub- 
jects with unstable housing at the time of the baseline 
assessments, the course of housing stability was exam- 
ined qualitatively by interviewing all treatment and 
housing personnel involved in each patient’s care dur- 
ing the follow-up year. 


Statistical Analyses 


We used Kendall’s tau-c (22), a robust measure of 
association for ordered categorical data, to estimate 
the correlations between ordered variables. When sev- 
eral bivariate correlations were tested together, we 
conservatively adjusted significance levels using the 
Bonferroni correction (23). We modeled correlates of 
housing instability using ordinary least squares multi- 
ple regression techniques that have been recently 
shown to be robust for ordered categorical data (24). 
We estimated a multiple regression model by an “all 
possible” regressions procedure followed by a residual 
analysis (25, 26). For nominal outcome variables with 
few observations, we assessed associations with Fish- 
er’s exact test. 


RESULTS 
Housing Instability and Correlates 


Only four subjects (5.3%) were rated as having 
“highly stressful”? housing situations during the evalu- 
ation period, and 15 (20.0%) were considered to have 
“stressful” housing arrangements. Thus, 19 subjects 
(25.3%) had experienced housing instability during 
the 6 months before assessment, and the remaining 56 
(74.7%) had stable housing. 

Qualitative interviews of the case managers indi- 
cated that the four subjects with “highly stressful” 
housing situations were intermittently experiencing lit- 
eral homelessness. Two were under restraining orders 
by the relatives they had been living with because of 
violent behavior and were in shelters. One had been 
evicted from an apartment and was staying occasion- 
ally with friends and in a shelter at other times. The 
fourth left a group living situation and was wandering 
between different relatives’ homes and shelters. 

Of the 15 subjects with “stressful” housing arrange- 
ments, five were in the process of being extruded from 
their living situations because of behavioral or finan- 
cial conflicts with landlords or families. Five subjects 
were experiencing tension with landlords or families, 
also because of behavorial or financial strains, but 
were being maintained in their current situations with 
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intensive support from their case managers. Four 
subjects who had been in stressful housing situations 
were making planned moves to more desirable living 
situations. One elderly subject required extensive as- 
sistance because of medical problems and was con- 
stantly in danger of losing her independe=t living sit- 
uation. None of these subjects had experienced literal 
homelessness. 

Housing instability was not related te the back- 
ground variables of age, sex, marital status, and past 
hospitalization. It was, however, strongly related to 
several psychosocial problems. Table 1 shows that 
about three-quarters of the unstably housed subjects 
had problems with finances, social relationships, fam- 
ily relationships, and medication compliance. Among 
psychosocial variables, only relationships with caregiv- 
ers was clearly nonsignificant. 

Table 1 also indicates that measures of current al- 
cohol use, whether determined by means of case man- 
ager ratings, structured interviews, or consensus diag- 
noses, were highly related to housing prob-ems. Other 
drug use, which was almost exclusively marijuana use 
in this group (27), was also related to housing insta- 
bility. According to their self-reports, all of the subjects 
with both alcoholism and unstable housing had devel- 
oped drinking problems first. To assess further the re- 
lationship between the twc variables, we used consen- 
sus diagnoses to compare the 19 subjects who had 
active alcohol use disorders with the 19 sukjects whose 
alcohol use disorders were in remission during the pre- 
vious year. Active alcohol problems were s-rongly cor- 
related with housing problems (Kendall’s tau-c=0.45, 
p=0.008); the subjects with remitted drinking prob- 
lems had only a 16% rate of housing instability (N= 
3), which was equal to the rate among nonzlcoholics in 
the group. 

Table 1 also shows, by contrast, that psychiatric 
symptoms generally did nat correlate with housing in- 
stability, regardless of whether the symptcms were de- 
termined by means of clinician ratings ‘or interview. 
The one exception was suicidal ideation. A higher pro- 
portion of subjects with unstable housing were seen as 
suicidal by clinicians, a result velidated by the firding 
that they scored higher on the suicide item of the 
Hamilton depression scale (Kendall’s tau-c=0.21, 
p=0.002). A few other items showed nearly significant 
correlations, but with this small number of subjects, 
the correlations were not significant after Bonferroni 
adjustment. 

Only two subjects in the entire group, both with 
unstable housing, were classified as “attracted to the 
hospital” as a living alternative. Although the number 
was too small to relate hospital attraction to housing 
status, it substantiates the lack of hospital attraction in 
this rural group. 

We estimated a multiple regression model for hous- 
ing instability (5-point scale) by including background 
variables and current adjustment variables that could 
logically underlie housing problems Sut excluding psy- 
chosocial variables, such as problems with food and 
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TABLE 2. Multiple Regression Equation for Housing Instability 
Among 75 Rural Schizophrenic Outpatients® 


Parameter 


Variable in Equation Estimate SE p 
Medication noncompliance 0.25 0.08 0.004 
Alcohol use? 0.35 0.12 0.005 
Negative symptoms 0.25 - 0.11 0.02 
Intercept 0.55 0.37 0.13 


Computations based on SAS PROC REG program (26). 
ased on 5-point case manager ratings. 


finances, that are logically redundant with housing 
problems. The model contained just three variables: 
medication noncompliance, alcohol use, and negative 
symptoms, The estimated coefficients with standard er- 
rors and p values are shown in table 2. Taken together, 
these three variables accounted for 30% of the vari- 
ance in housing instability. 


Residential Outcome 


Data on hospitalization, incarceration, and literal 
homelessness during the year after initial evaluation 
are shown in table 3. One subject moved out of state 
during the year and was lost to follow-up. Compared 
with those in stable housing situations, the subjects 
with unstable housing had a similar rate of rehospital- 
ization, a slightly higher rate of incarceration, and a 
significantly higher rate of literal homelessness. 

Qualitative interviews at 1-year follow-up for the 19 
subjects initially classified as having unstable housing 
revealed the following. Of the four subjects who had 
been in “highly stressful” housing situations, one was 
jailed for domestic violence, moved to an urban area 
and became literally homeless, and was eventually 
jailed for assaulting a police officer. A second was lit- 
erally homeless for several weeks but spent most of the 
year in jail as a result of domestic and community 
violence. A third continued to alternate between tran- 
sient residences (at least five separate locations) and 
l:teral homelessness. The fourth subject continued to 
wander between various relatives’ homes, spent about 
one-fourth of the year literally homeless, and was hos- 
pitalized once. All four presented severe behavioral 
problems related to noncompliance with medication 
regimens and substance use disorders. 

The 15 subjects who had experienced “stressful” 
Lousing had more varied residential outcomes during 
follow-up. Of the five who were extruded from their 
living situations because of conflicts with landlords or 
families, three were hospitalized (one after a brief ep- 
isode of literal homelessness), four continued to have 
difficulties in their new situations because of similar 
problems, and all experienced subsequent moves. Four 
cf the five who had been experiencing chronic tension 
with landlords or families remained in their strained 
situations with continued supports, and one of these 
four was hospitalized several times. The fifth subject 
died of cancer. The four subjects who made elective 
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TABLE 3. Residential Outcomes of Rural Schizophrenic Outpa- 
tients Whose Initial Housing Situations Were Stable or Unstable 


Housing in 6 Months 
Before Initial Evaluation 


Stable Unstable 


i a p (Fisher's 
Outcome During ANES N=) exact test, 
1-Year Follow-Up N % N >% two-tailed) 
Rehospitalization 10 182 4 214 0.75 
Incarceration 1 1.8 3 15.8 0.05 
Literal homelessness 0 0.0 5 26.3 0.001 


"Significant at p<0.01 after Bonferroni adjustment. 


moves were all satisfied with their housing situations 
and remained stable. The elderly subject was hospital- 
ized for medical problems and died soon thereafter. 


DISCUSSION 


Even in a rural area with available housing alterna- 
tives and families nearby, one-quarter of our subjects 
had unstable living arrangements. However, only § E% 
experienced literal homelessness during the 6 months 
before baseline assessment, and these did so only in- 
termittently. By contrast, ‘of the urban subjects we 
studied previously (4), although a similar percentage 
(27%) had unstable housing, all of those with unstable 
housing were literally homeless, many for prolonged 
intervals, during a similar period. 

Rural housing instability typically indicated tensions 
between the subjects and their landlords or families, 
tensions that threatened current housing arranze- 
ments, rather than literal homelessness. Case managers 
reported that housing problems were often related to 
alcohol abuse or noncompliance with medication reg- 
imens—an impression that was strongly supported by 
our multiple regression model. 

Rural housing instability was strongly correlated 
with a variety of other psychosocial problems. These 
were not rated independently and were logically re- 
dundant with, or components of, housing instability. 
Rural subjects with unstable housing appeared similar 
to our urban subjects with unstable housing both in 
terms of psychosocial problems and in the extent to 
which alcoholism and medication noncompliance 
complicated their adjustment (4). These various urban/ 
rural similarities in the correlates of housing instability 
testify to its significance in rural, as well as urban, 
settings, even though it was less severe among our zu- 
ral subjects. 

Several findings support the interpretation that alco- 
hol use leads to housing instability rather than the 
other way around. First, all of our rural subjects with 
concurrent housing instability and alcohol use ‘disor- 
ders stated that they had developed drinking problems 
before experiencing housing problems. Second; most 
of our subjects with precarious living arrangements 
nevertheless were not exposed constantly to the rav- 
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ages of street life, including the ubiquitous presence of 
alcohol and other drugs. Third, the case managers re- 
ported that the subjects’ landlords and families ob- 
jected to behaviors related to alcohol use, so these be- 
haviors directly threatened housing arrangements. 
Fourth, once alcohol use was included in our multiple 
regression equation, most of the other variables disap- 
peared. Finally, the subjects with remitted alcohol use 
disorders, compared to those with active alcohol prob- 
lems, showed little housing instability. Since current 
drinking problems are integral to housing instability, 
living arrangements that discourage drinking seem de- 
sirable (28, 29). 

In contrast to our urban subjects, the unstably 
housed rural subjects did not manifest more severe 
symptoms. (Only suicidality was significantly related 
to housing instability.) This low level of symptoms is 
consistent with our findings that our rural subjects 
with unstable housing avoided long-term literal home- 
lessness and that in our urban group only the subjects 
with prolonged literal homelessness exhibited ex- 
tremes of psychiatric symptoms. The subjects in our 
rural group seem to have been protected from environ- 
mental stress of that magnitude. In the same vein, the 
rural subjects, even those who were unstably housed, 
did not seem to be attracted to the hospital as a living 
alternative, as were the urban homeless subjects (4), 
presumably because of the available housing options. 

Rural housing instability was related to negative 
outcomes only minimally. The unstably housed sub- 
jects had a low rate of hospitalization, as did those 
with stable housing. A few unstably housed subjects 
were incarcerated, but the statistical significance was 
marginal, and the proportion was low. The subjects 
with intermittent episodes of literal homelessness con- 
tinued in that pattern, but none developed prolonged 
homelessness, and only one additional subject experi- 
enced a brief episode of literal homelessness. Further- 
more, qualitative follow-up interviews revealed that 
unstably housed subjects who were able to obtain 
more satisfactory housing avoided these negative out- 
comes. Clinical experience and interviews with case 
managers and subjects lead us to speculate that hous- 
ing availability and assertive case management in rural 
areas are critical in preventing negative outcomes 
among severely mentally ill patients. We recognize, 
however, that rural mental health care differs from 
urban situations in many other aspects (30), which 
may be related to outcomes. 

Housing instability, even when less severe, as in ru- 
ral areas, remains an important signifier of risk. Our 
findings indicate that schizophrenic patients in rural 
areas who have unstable housing situations experience 
multiple psychosocial problems, have few supports, 
and exhibit dangerous behaviors, such as alcohol 
abuse and medication noncompliance, that increase 
their risk of literal homelessness. We believe that literal 
homelessness and institutionalization can be avoided if 
housing options are available and if case managers 
make assertive efforts to meet patients’ housing and 
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other needs, but these impressions should be confirmed 
by further research. Since alcohol abuse and medica- 
tion noncompliance are strongly implicated as under- 
lying factors, they should be vigorously addressed, in 
part by providing alcohol-free living arrangements. All 
of our findings support the primacy of stable housing 
for successful community treatment of the severely 
mentally ill. 
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A Critical Appraisal of Mitogen-Induced Lymphocyte 
Proliferation in Depressed Patients 


Denis F. Darko, M.D., Nevin W. Wilson, M.D., J. Christian Gillin, M.D., 
and Shahrokh Golshan, Ph.D. 








Objective: The authors’ goal was to evaluate the utility of mitogen-induced lymahozyvte 
proliferation assays in clinical research in psychoimmunology. Method: They examined 23 
depressed patients and 23 matched comparison subjects with this assay. There were no 
significant differences between these groups. They then combined the results of this study 
with the results of their previous study of 20 depressed patients and 20 comparison subjects 
to examine possible determinants of lymphocyte proliferation in depression. Results: De- 
pressed patients with lower proliferative responses than their matched comparison sub; ects 
had lower depression subscale, anergia subscale, and total scores on the Brief Psychiatric 
Rating Scale than did patients with higher proliferative responses than their matched com- 
parison subjects. This finding was unexpected and unexplained. Depressed patierts with 
lower proliferative responses than their matched comparison subjects also had fewer obses- 
sions and compulsions and less psychomotor agitation according to the Schedule fcr Affec- 
tive Disorders and Schizophrenia interview than did patients with higher proliferative re- 
sponses than their matched comparison subjects. Stepwise discriminant analysis and cluster 
analysis contributed little further understanding of the determinants of in vitro lymphccyte 
proliferation of cells from depressed patients. Conclusions: Longitudinal studies usmg mul- 
tiple serial determinations of mitogen-induced lymphocyte proliferation are the ‘ninimal 
design needed to make this assay useful in further evaluating any immune system changes in 





depression. 
(Am J Psychiatry 1991; 148:337-344) 


A century of only occasional interest in neuroimmu- 
nology has developed into an explosion of work 
and information in this area in the past decade. One 
facet of this recent research has been the description of 
immune cells and tissues in patients with major mood 
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disorders. One focus of psychcimmuno-cgy during the 
past 12 years is the mitogen-induced proliferative re- 
sponse of peripheral blood lymphocytes from de- 
pressed patients. The literature on mritogen-induced 
lymphocyte proliferation is new in conflict. 

The first study examining this qnest.cn (1) did not 
find that psychotically depressed patients had different 
proliferative lymphocyte responses to mitogen than 
comparison subjects, whether the depressed patients 
were ill or in remission. Two other earlv studies (2, 3) 
described obviously lower proliferative responses in se- 
verely depressed patients than in ccmparison subjects, 
although no between-group differenze wzs found when 
less depressed patients were compared with nonde- 
pressed subjects (4). Attempts at replication have not 
found such clear results (5), and more recent re- 
examinations of larger numbers cf subjects have per- 
haps yielded valuable insights into the clinical varia- 
bles affecting the findings (6). Our own group (7) re- 
ported equivocal conclusions of tne effect of major 
depression on lymphocyte proliferation, based on a 
study of 20 depressed patients anc 20 matched com- 
parison subjects. 
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In the current study we present a replication of our 
previous study using a different immunology assay 
method (bovine and autoserum supplementation 
rather than HB103 serum-free medium) with much the 
same equivocal results. We then report on an analysis 
of the two studies combined. One hypothesis tested in 
this study is that depressed patients with and without 
lower mitogen-induced lymphocyte proliferative re- 
sponses are different in some clinical measure relevant 
to their mental state, such as Brief Psychiatric Rating 
Scale (BPRS) score or psychomotor retardation. 


METHOD 
Subjects 


Since the last study, 46 new male subjects (23 pa- 
tients and 23 age-matched comparison subjects) have 
been examined. The patients were recruited for admis- 
sicn to the National Institute of Mental Health Clini- 
cal Research Center from patients who came to a Vet- 
erans Administration (VA) medical center mental 
health clinic or psychiatric emergency service. As in the 
previous study (7), the patients were hospitalized of 
clinical necessity on a voluntary basis in the research 
center at our facility. All patients admitted to the re- 
search center who met the criteria listed here and gave 
informed consent were studied. 

To be admitted to the study, patients had to be 21 to 
75 years old and meet the following diagnostic screen- 
ing criteria. All patients completed a Schedule for Af- 
fective Disorders and Schizophrenia (SADS) interview 
(8) conducted by a research fellow in psychiatry. (In- 
dividual items from the SADS are used in later analy- 
ses.) Research diagnoses were made in a consensus 
meeting of three psychiatrists using both the Research 
Diagnostic Criteria (RDC) (9) and DSM-III-R noso- 
logic systems. All patients included had a diagnosis of 
major depressive disorder by RDC and of major de- 
pression by DSM-III-R. Subjects not meeting these di- 
agnostic screening criteria were excluded. Severity of 
depression was measured by the Hamilton Rating 
Scale for Depression (10, 11), the Beck Depression 
Inventory (12), and the depression subscale of the 
BPRS. The physical health of all patients was assessed 
by medical history, physical examination, CBC, 
CHEM-20 blood chemistry profile, serum cholesterol 
and triglycerides, T,, T4, RPR, urinalysis, and ECG. 
Those with medical histories or conditions that would 
affect the results of this study were excluded. Number 
of years of education, cigarettes smoked per day, and 
cups of coffee consumed per day were also recorded. 
Although all patients had a history of previous treat- 
ment with medication, all patients had been hospital- 
ized and medication frze for at least 14 days before 
being admitted to the study. This 2-week medication- 
free period is considered long enough to negate any 
effect of medicaticn on the assays. 
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The 23 comparison subjects were medically and psy- 
chiatrically healthy and were recruited and paid for 
their participation in the study. Comparison subjects 
were matched in age (plus or minus 5 years) in a one- 
to-one fashion and sex (all were men) to the patients, 
were not admitted to the hospital, and met RDC cri- 
teria for not mentally ill or never mentally ill. The 
physical health of all comparison subjects was assessed 
by medical history and CBC. The comparison group 
may have been more strictly screened then need be, 
since “normal” subjects used by the immunology lab- 
oratories that originally standardized the mitogen 
stimulation tests were not screened for mental illness. 

Because of the interassay variability of the mitogen 
response assay, each patient was matched to a com- 
parison subject in age (plus or minus 5 years) and stud- 
ied on the same day as that comparison subject in each 
assay run. Male subjects exclusively were used because 
our principal source of patients, a VA medical center, 
has mostly male patients. 


Mononuclear Call Collection 


By standard clinical phlebotomy, 20 ml of venous 
blood was drawn into heparinized tubes between 8:30 
and 10:30 a.m. to control for the variation caused by 
circadian rhythms of the immune system. Blood was 
spun to separate the plasma; then the cellular portion 
remaining was mixed with an equal volume of RPMI 
1640, layered into Ficoll-Hypaque density gradient 
medium, and centrifuged to separate the monocyte 
layer. These peripheral blood mononuclear cells were 
suspended in fully supplemented RPMI 1640 with ei- 
ther 20% fetal bovine serum or 20% autoserum at a 
concentration of 106 cells/ml. 


Lymphocyte Proliferation Assay 


The proliferative response of lymphocytes to mito- 
gen stimulation was measured by using the following 
standard technique (7, 13) with minor modifications. 
The peripheral klood mononuclear cells at 10° cells/ml 
were cultured in either 20% heat-inactivated (by heat- 
ing at 56 °C for 30 minutes) fetal bovine serum or 20% 
autoserum in 96, well microtiter plates (0.2 ml/well). 
(In our previous study, an HB103 serum-free-medium 
system was used.) Concanavalin A (conA) was used at 
final concentrations of 20, 15, 10, 5, and 1 pg/ml. 
Based on previous work in our laboratory, this repre- 
sents two supraoptimal concentrations (20 and 15 yg/ 
ml), two optima! concentrations (10 and 5 pg/ml), and 
one suboptimal concentration (1 mg/ml) of each mito- 
gen. After 72 hours of incubation, 2 Ci of 3H-thy- 
midine (methyl-3H-thymidine from Amersham) were 
added to each culture. After 18 hours, cells were har- 
vested onto glass microfiber filters (Whatman 934-4H) 
with a micro-automated cell harvester, then scintil- 
lated and counted with a Beckman scintillation 
counter. The results were expressed as the mean of 
triplicate cultures of the counts per minute of 3H-thy- 
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midine incorporated, by using the change in counts per 
minute (the counts per minute of stimulated experi- 
mental wells minus the counts per minute of unstimu- 


lated control wells) and also by using the stimulation 


index {the counts per minute of the stimulated exper- 
imental wells divided by the counts per minute of the 
unstimulated control wells). The data were analyzed 
twice, by using each method of expression once. If 
different results were obtained, we explicitly state these 
results. The rationale for applying both methods of 
analysis is explained in the Discussion. 

We chose conA as the particular mitogen for study 
because it is the T cell mitogen that has given the better 
discrimination of patient and comparison groups in 
our previous work. Phytohemagglutinin (PHA) seemed 
to have slightly (although not significantly) less utility 
in this regard. Although T cell dependent, poke weed 
mitogen is a B cell mitogen. Most studies of immunity 
in clinical depression and stress have examined and 
found defects in cellular (T-cell-mediated) immunity 
rather than humoral (B-cell-mediated) immunity. 


Statistical Analysis 


For the replication of our previous study (7), the 46 
new subjects (23 patients and 23 age- and sex-matched 
comperison subjects) were used in the analyses. The 
analyses of all subjects included 86 individuals: pa- 
tients (N=43) and comparison subjects (N=43). For 
all analyses, a value of p<0.05 was considered signifi- 
cant. Data are occasionally missing for some patients, 
but not enough to affect the results. Differences in de- 
grees of freedom reflect these missing data. 

An analysis of variance (ANOVA) with a repeated 
measures design (14) was used to test for significance 
of overall dose-response curve assay results. This anal- 
ysis was followed by matched t tests for differences in 
resonse at individual conA concentrations. The analy- 
sis was done with the data expressed as change in 
counts per minute and as stimulation index. 

The data from the subjects of the previous study (7) 
and the present replication were combined, and 
matched pairs of subjects were divided into two groups 
according to the relative proliferative response of the 
patient and his matched comparison subject. One 
group consisted of subject pairs in which the compar- 
ison subject had a higher response than the patient 


(group A), and the other consisted of pairs in which the ` 


comparison subject had a lower response than the pa- 
tient (group B). Simply put, group A patients fit the 
hypothesis of lessened immune response in depression, 
and group B patients responded better (i.e. had a 
higher lymphocyte proliferation) than their matched 
comparison subjects. Relative mitogen response was 
determined by comparing the arithmetic mean of the 
mitogen response across the range of mitogen concen- 
trations. Patient/comparison subject pairs in which the 
patient and the matched comparison subject had pro- 
liferative responses within 20% of each other were 


Am J Psychiatry 148:3, March 1991 


DARKO, WILSON, GILLIN, ET AL. 


considered to have similar responses and were ex- 
cluded from the analyses. This method of subject cat- 
egorization resulted in 16 patient/comparison subject 
pairs in group A, 15 pairs in group B, and 12 pairs 
excluded. 

We used t tests to determine any difference between 
patients in group A and group B on relevant continu- 
ous variables, and the Mann-Whitney statistic (14) 
was used for between-group differences on the cate- 
gorical variables (items from the SADS interview). A 
stepwise discriminant ana_ysis (14) was used to evalu- 
ate the utility of variables for discriminating group A 
from group B patients. Following this step, a cluster 
analysis (14) was applied to the variables to determine 
if some subsets of the subjects could be clustered to- 
gether based on the data rather than our initial group- 
ing. Finally, to allow better comparison of our results 
with the results of others (6), parametric correlations 
were done between age, Hamilton depression scale 
scores, Beck inventory scores, and each concentration 
of mitogen in each type of serum, calculated both as 
change in counts per minute and stimulation index, for 
all patients, for group A patients, and for group B 
patients. For the group of all comparison subjects, only 
age was examined, since the range of Hamilton depres- 
sion scale and Beck inventory scores in comparison 
subjects was narrow (0 to 2). Correction of signifi- 
cance for multiple comparisons was not done. 


RESULTS 
Replication of Previous Siudy 


In the current study, the 23 patients ranged in age 
from 22 to 71 years, and the 23 compar:son subjects 
ranged from 25 to 68 years. The one-to-one age 
matching (plus or minus 5 years) produced two groups 
of subjects that were statistically similar in mean+SD 
age (patients, 47+13 years; comparison subjects, 48+ 
12 years (t=0.90, df=20, p=0.03, n.s.). The groups 
had significantly different Hamilton depression scale 
and Beck inventory scores. For the Hamilton depres- 
sion scale, the patients’ mean+SD score was 18+7 and 
that of the comparison subjects was 1+1 (t=—9.70, 
df=16, p<0.00009). For the Beck invenzory, the pa- 
tients’ score was 19+8 and the comparison subjects’ 
score was 1+1 (t=9.18, df=15, p<0.00009). 

Dose-response curves for both types of serum sup- 
plementation (fetal bovine and auzoserumn) and with 
the data expressed in both change in cours per minute 
and stimulation index were calculated by using 
ANOVA with a repeated measures design. For each of 
the four conditions there was no significant effect of 
diagnosis (0.5<p<0.9) ard no significant diagnosis by 
dose interaction (0.4<p<0.9), meaning that the two 
groups do not respond significantly differently across 
the different doses of mitogen. There was a significant 
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TABLE 1. Results of Matched t Test Analyses of Assays of Lymphocyte Proliferation Performed in Media Supplemented With Fetal Bovine 
Serum in 23 Depressed Patients and 23 Comparison Subjects 





Change in Counts per Minute* ; ; Stimulation Index? 
Comparison Comparison 
Der ot Patients Subjects Patients ` Subjects 
(-g/ml) Mean SD Mean SD t df p Mean SD Mean SD t df p 
1 4.14 0.51 4.31 0.46 0.87 7 0.4 8.5 9.2 8.4 7.7 —0.02 10 0.9 
5 4.25 0.79 4.46 0.71 2.14 10 0.06 14.1 14.8 20.4 22.9 0.17 10 0.5 
10 4.50 0.63 4.76 0.48 2.11 10 0.06 22.3 26.1 28.8 22.8 0.55 10 0.6 
15 4.54 0.77 4.76 0.55 ~1.95 10 0.08 30.5 41.1 299 23.9 —0.04 10 0.9 
20 4.68 0.51 4.72 0.54 0.29 6 0.7 23.2 35.8 26.7 27.2 0.19 6 0.9 


*Tritiated thymidine incorporation expressed as the log of the counts per minute of stimulated experimental wells minus the counts per minute 
cf unstimulated control wells. 
Tritiated thymidine incorporation expressed as the counts per minute of stimulated experimental wells divided by the counts per minute of 
unstimulated control wells. 


TABLE 2. Results of Matched t Test Analyses of Assays of Lymphocyte Proliferation Performed in Media Supplemented With Autoserum 
in 23 Depressed Patients and 23 Comparison Subjects 


Change in Counts per Minute* Stimulation Index” 
Comparison . Comparison 
ie Patients Subjects Patients . Subjects 
(g/ml) Mean SD Mean SD t df p Mean SD: Mean SD t df p 
1 4.01 0.81 4.10 0.81 0.06 19 0.5 35.9 65.2 38.7 50.1 0.18 20 03 
5 4.56 0.55 4.70 0.56 1.54 20 0.1 71.8 68.4 89.9 82.2 0.95 20 C4 
10 4.68 0.51 4.75 0.55 0.78 20 0.4 102.3 110.0 99.1 86.7 —0.12 20 0.4 
15 4.70 0.35 4.76 0.45 0.62 12 0.5 85.1 73.9 95.6 97.1 0.45 12 (7 
20 4.65 0.32 4.80 0.43 1.34 8 0.2 73.1 69.1 90.6 99.3 0.73 8 0.5 


*Tritiated thymidine incorporation expressed as the log of the counts per minute of stimulated experimental wells minus the counts per minute 


cf unstimulated control wells. 
"Tritiated thymidine incorporation expressed as the counts per minute of stimulated experimental wells divided by the counts per minute of 
unstimulated contral wells. 


effect of dose for each of the four conditions, as ex- New Analysis of Subjects From Both Studies 

pected (4.15<F<19.57; df=3, 54; 4, 52; 3, 33; 3, 36; | 

0.00009<ps0.0054). A t test was done between the 16 patients in group 
In addition to the overall effect as expressed in a A (those with lower responses than their comparison 

dose-response curve, we were interested in whether the subjects in this study and the previous study [7]) and 

two groups would be significantly different at any sin- the 15 patients in group B (those with higher responses 

gle dose. We tested this question by using matched t than their comparison subjects in this study and the 

tests. For the assays cf lymphocyte proliferation per- previous study). The variables examined were age, ed- 


formed in media supplemented with fetal bovine serum ucational level, Hamilton depression scale score, Beck 
with the data expressed as change in counts per inventory score, BPRS depression subscale score, BPRS 


anergia subscale score, BPRS total score, cigarette use, 
and coffee use., Age, number of years of education, 
packs of cigarettes smoked per day, cups of coffee con- 
sumed per day, Hamilton depression scale scores, and 
Beck inventory scores were similar in the two groups 
(see table 3). A significant difference between the two 


minute, there was a strong trend for the comparison 
subjects to have more proliferation than the patients at 
tke supraoptimal dose of 15 ug/ml and the optimal 
doses of 10 and 5 pg/ml (see table 1). At the subopti- 
mal and supraoptimal doses of 1 and 20 pg/ml, no 


izni i x x z 
significant differences were found between groups, nor groups existed for BPRS depression subscale score, 


were there any significant differences between groups BPRS anergia subscale score, and total BPRS score (see 
at any of the five doses for fetal bovine serum when the table 3). Note that the group A patients, who had 
data were expressed as stimulation index (see table 1). lower proliferative responses than their matched com- 

For the assays of lymphocyte proliferation per- parison subjects, had lower BPRS depression subscale 


fcrmed in media supplemented with the autoserum, scores, BPRS anergia subscale scores, and total BPRS 
tkere was no significant difference between groups at scores than the group B patients. 


any of the five doses of conA, whether the data were Individual items from the SADS interview (somatic 
expressed as change in counts per minute or as stimu- anxiety, psychic anxiety, obsessions and compulsions, 
lation index (see table 2). insomnia, agitation, and psychomotor retardation) 
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TABLE 3. Demographic and Clinical Characteristics of the Depressed Patients in 31 Pairs of Depressed Patients and Comparison Sub- 
jects Grouped According to Comparative Lymphocyte Proliferative Responses 


Group A? 
Item Mean 
Age (years) 46 
Number of years of education 13 
Hamilton depression scale score : 19 
Beck Depression Inventory score 22 
BPRS depression subscale score 10 
BPRS anergia subscale score 6.0 
BPRS total score 43 
Number of packs of cigarettes smoked per day 1.4 


Number of cups of coffee consumed per day 3.7 
Somatic anxiety® 3.0 
Psychic anxiety® 2.7 
Obsessions and compulsions® 1.3 
Insomnia? 3.9 
Agitation? ES 
Psychomotor retardation? 2.2 


Group B? 
Mean SD t d£ p 
45 12 —0.14 2E 0.9 
13 2 —0.09 26 0.9 
25 11 1.67 25 0.1 
22 10 —0.27 27 0.8 
14 4 2.57 22 0.02 
9.4 3.5 2.93 22 0.008 
54 13 2.46 23 0.02 
0.8 0.9 ~1.62 2C 0.1 
2.3 1.6 —1.43 21 0.2 
2.8 1.6 92.0% = 0.8 
3.4 1.3 132.0% fe 0.2 
2.4 1.6 147.59 z= 0.03 
4.4 1.2 114.5% Pee 0.4 
2.7 1.2 117.54 ae 0.6 
3.3 1.4 151.54 = 0.04 


“The depressed patients had lower lymphocyte proliferative responses than their matched comparison subjects. 
The depressed patients had higher lymphocyte proliferative responses than their matched comparison subjects. 


‘According to SADS interview. 
Mann-Whitney statistic. 


were used in between-group analyses to help charac- 
terize the depression of the patients in group A versus 
group B. Since these are categorical variables, the 
Mann-Whitney statistic was used. A significant differ- 
ence was found between the two groups for obsessions 
and compulsions and psychomotor retardation (see ta- 
ble 3): the group A patients had fewer obsessions and 
compulsions and less psychomotor retardation than 
the group B patients. The two groups did not differ in 
the other SADS item variables examined (somatic anx- 
iety, psychic anxiety, insomnia, and agitation) (see ta- 
ble 3). 

Next, a stepwise discriminant analysis was applied 
by using the continuous variables found to be different 
between the two groups to evaluate the utility of these 
variables for discriminating whether a patient with 
major depression had better or worse lymphocyte pro- 
liferation than his matched comparison subject. The 
subject pairs in group A were correctly classified in 
69.2% of the cases, in group B in 63.6% of the cases, 
and overall in 66.7% of the cases. 

The subjects were next grouped by cluster analysis 
into two clusters. One contained ten group A patients 
and five group B patients (67% correct clustering of 
group A subjects), and the other cluster contained five 
group A patients and nine group B patients (64% cor- 
rect clustering of group B subjects). The BPRS depres- 
sion subscale score contributed most strongly to this 
clustering (F=20.45, df=1, 22, p<0.0009), followed 
in order of strength of contribution by the Beck inven- 
tory score (F=19.37, df=1, 27, p<0.0009), BPRS to- 
tal score (F=12.29, df=1, 22, p=0.002), Hamilton de- 
pression scale score (F=11.74, df=1, 27, p<0.002), 
and BPRS anergia subscale score (F=8.61, df=1, 22, 
p=0.008). The other variables used did not signifi- 
cantly contribute to the cluster sorting. 

Finally, on parametric correlational analysis among 
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37 of all 43 patients, highe- age correlated significantly 
with lower lymphocyte proliferation (cor A=5 pg/ml, 
autoserum supplementation, expressed <s change in 
counts per minute, r=—0.33, df=36, p=0.343). Among 
the 10 patients who received suboptimal doses of conA 
and who also had Hamilton scores, a higter Hamilton 
depression scale score correlated significantly with 
lower lymphocyte proliferation (conA=23 pg/ml, au- 
toserum, expressed as stimulation index, r=—9.62, 
df=9, p=0.042). For the group A patients only, higher 
age correlated significantly with lower lymphocyte 
proliferation (conA=5 pg/ml, autoserum. stimulation 
index, r=—0.49, df=15, p=0.045!. For the 15 pa- 
tients in group B only, there were no sign.‘icant corre- 
lations between the variables examined. among 30 of 
all 43 comparison subjects, however, higher age cor- 
related significantly with lower lymphocrte prolifera- 
tion (conA=10 pg/ml, autoserum, chanze in counts 
per minute, r=—0.37, df=29, p=0.041; conA=19 pg/ 
ml, autoserum, stimulation index, r=—0.36, df=29, 
p=0.046). 


DISCUSSION 


According to the findings of the present study, BPRS 
depression subscale score, BPRS anerzia subscale 
score, total BPRS score, SADS obsessions and compul- 
sions, and SADS psychomotor retardatio1 may repre- 
sent measures of augmentation or mitigation of the 
effect of mood state on mitogen-inducec lymphocyte 
proliferation. However, given the unexpected direction 
of these data (the less depressed, less ane=gic, less re- 
tarded patients with lower total BPRS scozes and fewer 
obsessions and compulsions had lower proliferative re- 
sponses), the simplistic view that depressed patients as 
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a group have a poor immune response as measured by 
mitogen-induced lym>hocyte proliferation must be re- 
examined. This conclusion is strengthened by results 
from previous studies (1-7) indicating that there does 
not seem to be a clear and marked difference in in vitro 
mitogen-induced proliferative response of peripheral 
blood lymphocytes in all depressed patients when com- 
pared with mentally and physically healthy compari- 
son subjects. The discriminant analysis and cluster 
analysis contributed little to our understanding of the 
results (correct classification of less than 80% of cases 
is not considered useful). There may be alternative 
hypotheses that should be tested. For example, mea- 
surable immune change may lag behind the state of 
depression temporally, or the circadian changes in im- 
mune activity may be advanced or retarded. 

Another recent major study (6) also found no dif- 
ference in lymphocyte proliferation between depressed 
patients and comparison subjects but did report that 
lymphocyte proliferation was related to age and sever- 
ity of depression. Our groups, both the patients versus 
the comparison subjects and group A patients versus 
group B patients, were closely matched in age, but the 
patients had no difference in lymphocyte proliferation 
from the comparison subjects, and the patients in 
group A and group B had dramatically different lym- 
phocyte proliferative responses than their matched 
comparison subjects. Similarly, Hamilton depression 
scale scores and Beck inventory scores of the patients 
were very different from those of the comparison sub- 
jects, although the two groups had similar lymphocyte 
proliferative responses, and patients in groups A and B 
were matched on Hamilton depression scale and Beck 
inventory scores but had markedly different lympho- 
cyte proliferative responses. Although the BPRS de- 
pression subscale scores of patients in groups A and B 
were significantly diizerent, it was the less depressed 
group A that had the poorer lymphocyte proliferation. 

In the present study we found a weak relation be- 
tween Beck inventory and Hamilton depression scale 
scores and lymphocyte proliferation: these measures of 
severity of depression, along with the BPRS depression 
subscale score, contributed significantly to the two 
clusters in the cluster analysis. This view is mitigated 
by the overlap of the clusters (the group A cluster in- 
cluded 67% of the group A patients, and the group B 
cluster included 64% of the group B patients) and the 

fact that the Hamilton depression scale score was 
lower (although not significantly) in group A patients 
than group B patients. 

On correlational analyses, a better case can be made 
for a relationship between age and lymphocyte prolif- 
eration when stimulated by optimal doses (5 or 10 
ug/ml) of conA. A weaker case is built for the relation- 

‘ship of objectively rated depression (by using the 
Hamilton depression scale) in the group of all patients 
combined, and no significant correlations of subjec- 
tively rated depression (by using the Beck inventory) 
with lymphocyte proliferation were found. Caution in 
-interpretation of these correlations is also necessary 
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because of the large number of correlations tested, 
which increases the chance that a random few will be 
significant. Any relationship between age or severity of 
depression and mitogen-induced lymphocyte prolifer- 
ation would have to be called inconsistent. 

As explained in our previous publication (7), we 
present and analyze the data expressed in two formats 
(see Method). Each format has its proponents. Many 
clinicians feel that the stimulation index is more reli- 
able because it may have a lower interassay coefficient 
of variation. The stimulation index weighs any prolif- 
eration of unstimulated cells more heavily, so that the 
actual effect of mitogen stimulation is readily noted. 
Many researchers not using their test results in the 
clinical care of patients, however, feel that the change 
in counts per minute more accurately displays the abil- 
ity of the lymphocytes to proliferate. It may be inter- 
esting to repeat this study using PHA and poke weed 
mitogen. However, we have no evidence that different 
results would be obtained, and such repetition would 
require considerable effort and resources. 

Previous efforts in this area used various types of 
medium supplementation for the assay. The initial 
work used 10% fetal bovine serum (1); others used 
20% autologous plasma (2), 40% heat-inactivated 
horse serum (3, 4, 6), or 5% fetal bovine serum (5). 
Given. the many factors in serum that may confound 
the investigation of the mechanism of any reduced pro- 
liferative response found in depressed patients, our 
earlier work used the HB103 serum-free medium and 
culture system (7). On analyzing the data with equiv- 
ocal results, we returned to serum supplementation 
and added the autoserum (serum from the same indi- 
vidual as the cells) supplementation along with the fe- 
tal bovine serum, both at a moderate percent of the 
total medium (20%). Tendencies toward differences 
between the patient and comparison groups for change 
in counts per minute were found for the bovine-serum- 
supplemented assays but not for the autoserum-sup- 
plemented assays (see tables 1 and 2), and the autose- 
rum stimulation index was generally much higher for 
all subjects than the fetal bovine serum stimulation 
index (see tables 1 and 2). In summary, the tests need 
to be standardized across studies, and comparisons of 
studies are weakened by differences in the assay. 

In another clinical study (15), the mitogen (PHA)- 
induced proliferative response bore little relationship 
to immunologic anergy as measured by the delayed 
hypersensitivity skin test, an in vivo measure of the 
immune response to antigenic challenge that we are 
now using to evaluate immunity in depressed patients 
(16). Yet another study (17) has documented that the 
mitogen-induced cell proliferation assay has the high- 
est coefficient of variation of any of 16 immune assays 
tested in 61 healthy individuals, with repeat testing 
over a 14-month period. There was a lack of high 
correlations between this assay and any other immune 
assay. As mitogen-induced proliferation was studied 
repeatedly in the same individuals over longer periods 
of time, the percentage of total variability due to in- 
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terindividual differences shrank to near zero or zero 
and the intraindividual variability increased. There ex- 
ist variations in this laboratory assay; there are periods 
of time when all concentrations of mitogen result in 
consistently high or low proliferation. The reasons for 
this variation are unknown but seem to reflect the as- 
say rather than biological significance. Changes in a 
subject's lymphocyte response measured over long pe- 
riods of time (greater than 6 months) may primarily 
reflect variability associated with assay conditions 
rather than immunologic changes. In the present study 
we attempted to negate this assay variability over time 
by runring each experimental subject with his age- and 
sex-matched healthy comparison subject together on 
the same day. 

Another confound introduced by this assay arises 
from its in vitro nature. The cells are incubated in 
tissue culture for 96+24 hours (depending on the tech- 
nique used). During this time they are actively repli- 
cating and proliferating outside of the in vivo physio- 
logical milieu from which they came. The resulting 
cells at endpoint may little reflect the physiological 
environment within stressed or depressed individuals. 

The extremely weak correlation between mitogen 
response and immunological status is well-known 
among clinical immunologists. Only when the mitogen 
responses are severely and repeatedly depressed (i.e., 
stimulation index less than 10 at optimal mitogen con- 
centrations) is there a reasonable association with 
greater susceptibility to infections (18). At least one 
worker investigating the effects of stress on the im- 
mune system in an animal model (19) has become 
skeptical of the utility of mitogen-induced lymphocyte 
proliferation in preclinical research in psychoimmu- 
nology. On the other hand, in an unpublished paper, 
Dr. Christopher Coe, working in a primate model, re- 
ported excellent reproducibility of the mitogen re- 
sponse findings but cautioned that longitudinal study 
with serial monthly determinations of lymphocyte pro- 
liferation are needed to obtain this reproducibility. 
However, published studies by Dr. Coe’s group are 
marred by the same flaws and difficulties of most stud- 
ies using this assay technique—the use of only one 
determination or, at times, two determinations sepa- 
rated by more than a year and high individual varia- 
tion (20, 21). These issues have a wider relevance be- 
yond the field of psychoimmunology. Solid, replicated 
foundation studies have never been done by medical 
immunologists to demonstrate the purported link be- 
tween reduced in vitro proliferation of lymphocytes 
after polyclonal stimulation by plant lectins and other 
mitogens and immunosuppression or clinical illness. 
Such a link, if it exists at all, may be weak. 

It is important to note that we are unable to com- 
ment on other assays of immune function, such as enu- 
meraticn of peripheral circulating white cells or natu- 
ral killer cell activity, or other assays of immune status 
or function, on the basis of this work. 

Given what we have just said, one may wonder why 
the assay should be used at all. In some clinical situa- 
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tions (e.g., the DiGeorge anomaly) it may >e useful in 
discriminating patients wich immunodeficiency (18). 
Further, new studies in psychoimmunolcgy continue 
to confirm the original studies’ descriptizn of lower 
lymphocyte proliferation .n severe depression (22), 
leaving the literature and scientific undecstanding of 
the phenomenon (if there is one) in conflict. It may be 
that studies with fewer subjects are completed during a 
shorter period of time, witt less laboratorr assay drift. 
Results from such studies may therefore more accu- 
rately depict lower immune cell function ia depression 
than do larger studies. It would be most helpful and 
satisfying to have firm answers. Additionally, in re- 
search settings the assay may have utility in investigat- 
ing the mechanism of any immune alterations consis- 
tently found in a given paradigm. For example, if 
conA-induced cell activation (as measured by intracel- 
lular calcium flux over 1—2 minutes) were Jone in con- 
junction with the 34-day conA-induced lymphccyte 
proliferation assay, with repeated measures of the ex- 
perimental subjects over time (or replicate =xperiments 
in rodent models with genetically similar ndividuals), 
our information about the cells’ ability co function 
may be greatly enhanced. Similarly, if purified T or B 
cells or cell subsets were evaluated in such an assay 
system, it would sharpen our ability to dissect the 
mechanisms involved. Anozher approach would be to 
plan studies to measure possible serum-barne immune 
mediators affecting lymphccyte proliferat:on (e.g., in- 
terleukin-1, interleukin-2, or B-endorphin in addition 
to the proliferative response itself. 

If we assume the assay has continued value, there 
may be three methods to reduce the variance, in addi- 
tion to the pairing of experimental and comparison 
subjects on each assay day. One method, modeled after 
Dr. Coe’s concept, would be te design any study of 
mitogen-induced lymphocyte proliferation to be a lon- 
gitudinal study with daily, weekly, or nonthly re- 
peated measures (dependinz on the rapidizy of change 
of the clinical or experimental situation) in the same 
subjects. This design woulc obtain a bettez measure of 
the baseline ability across zime of the individual sub- 
ject’s lymphocytes to proliterate when stimulated and 
would allow each subject tc serve as his own “control” 
to determine whether he cr she on average had low, 
moderate, or high lymphozyte proliferative responses 
to mitogen. The least acceptable frequency would 
probably be monthly to bimonthly, to allcw investiga- 
tors to gage and correct for the drift of the assay in 
their laboratory over time. This point about longitu- 
dinal study cannot be empaasized enougk. 

The second technique irvolves running a constant 
lymphocyte population in each assay run. Lympho- 
cytes are drawn from a carefully screened, mentally 
and physically healthy comparison subject :n one large 
phlebotomy, separated, stored on liquid nitrogen, and 
thawed for each assay run. This method may be less 
necessary in rodent models with genetically similar in- 
dividuals but is easily accomplished by us.ag the total 
blood volume or splenic lymphccyte population from 
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several animals, pooled, processed, and stored. This 
zechnique may allow stabilization of the inevitable and 
anexplained variation of this assay over time in each 
‘aboratory where it is used, with experimental and 
comparison subject proliferation expressed as a per- 
centage of the proliferative response of the constant 
“ymphocytes. We are currently evaluating both of these 
methods of assay stabilization in our laboratories. 

The third technique would be to separate the lym- 
shocytes from experimental subjects and store the cells 
on liquid nitrogen. Then, at the experiment’s conclu- 
sion, thaw and assay all cell samples within a brief (less 
chan 6 months) time interval. Where practical (which, 
anfortunately, is seldom), experiments should be de- 
signed so that they can be completed within 6 months 
of initiation, minimizing the effect of assay drift. 
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12-Month Outcome of Patients With Major Depression and 


Comorbid Psychiatric or Medical Illness 
(Compound Depression) 


Gabor I. Keitner, M.D., Christine E. Ryan, Ph.D., Ivan W. Miller, Ph.D., 
Robert Kohn, M.D., and Nathan B. Epstein, M.D. 


Objective: Inpatients with major depressive illness often have coexistent nonaffect ve 
psychiatric andlor medical conditions. The authors’ objective is to address the followsg 
questions: 1) What is the effect of comorbid illness on the severity of major depresston 
and associated psychosocial factors? 2) How does the course of depression differ for patiecis 
with and without concurrent illness? 3) Do patients with compound depression differ in 
rate of recovery and time to recovery from patients with pure depressicn? Method: Tse 
subjects were 78 patients with a DSM-III diagnosis of major depression who were conszc- 
utively admitted to an acute care university-affiliated psychiatric hospital; 37 of these pa- 
tients had major depression only and 41 had major depression compounded by a coexistsig 
axis I, I, or III condition. The patients were studied while hospitalized and for 12 monz2s 
after hospital discharge. Instruments used included the Modified Hamilton Rating Scale For 
Depression, the Global Assessment Scale, and the Social Readjustment Rating Scale. Resuus: 
Patients with compound depression reported significantly poorer functioning over the i2- 
month follow-up period and had lower recovery rates than the patients witk pure depression. 
There were no differences in recovery rates between men and women wiih compound ae- 
pression, but significantly more men than women with pure depression recovered. Cones- 
sions: Compound depression is a common clinical occurrence, the course of illness is mare 
difficult for patients with compound depression than for patients with pure depression, asd 
the recovery rate of patients with compound depression is lower than that of patients wth 


pure depression. 
(Am J Psychiatry 1991; 148:345-350) 


p to one-half of inpatients diagnosed as having 

major depressive illness have a coexistent nonaf- 
fective psychiatric and/or medical condition (1-4). Be- 
cause of the frequency with which comorbidity occurs, 
it is clinically important to understand how concurrent 
illness affects the course, treatment, and outcome of a 
major depressive episode. Using the primary-second- 
ary framework of Robins and Guze (5), several studies 
have focused on comorbidity in patients with major 
depression. Overall, the results of these studies have 
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been suggestive but inconclusive, mainl, because of 
varying ways of categorizing the comorbid conditions. 

Similarities in acute symptoms, severizy of the de- 
pressive illness, psychoticism, and treatment received 
have been reported for depressed patierts with and 
without other illnesses. Reports of differences include 
an earlier age at onset of the depressive ilness, longer 
duration of the depressive episode, and h zher rates of 
family history of alcoholism and personality disorders 
for patients with secondary depression ccnpared with 
patients with primary depression “1, 3, 6-10). Al- 
though Clayton and Lewis (3) found no differences 
between patients with primary and secordary depres- 
sion in suicidal behavior, others (7, 10° have found 
that comorbidity was associated with more previous 
suicide attempts and more suicide ideation. 

In contrast to the acute stage of the illness, there 
appears to be more consensus wher comparisons are 
made over the course of depressive episoces and in the 
patients’ outcome. Andreasen and Winokur (1) and 
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Hirschfeld et al. (11) found no significant differences in 
recovery rates between depressed patients with and 
without coexisting diagnoses. Most studies (3, 7—10, 
12-14), however, reported poorer recovery rates 
and/or response to treatment at discharge or 6-month 
follow-up for patients with depression and comorbid 
illness. 

Interestingly, a pcorer outcome and response to 
treatment characterize depressed patients with concur- 
rent illness irrespective of the coexisting diagnosis (3, 
7—10, 12—14). These studies suggested that any addi- 
tional burden, rather than the burden caused by a spe- 
cific illness, is the determining factor in predicting a 
poorer prognosis. One way to further explore this 
question of the effect of specific illnesses is to study 
large numbers of patients with a variety of comorbid 
conditions. 

Another approach is to group coexistent conditions 
together without a priori assumptions about the spe- 
cific effect of any particular concurrent illness. We did 
so in order to test whether the presence of any addi- 
tional psychiatric, personality, or medical disorder 
would adversely affect the course and outcome of a 
major depressive episode. Patients with major depres- 
sion only (patients with pure depression) were com- 
pared with patients with major depression plus an ad- 
ditional axis I, axis II, or axis III disorder (patients 
with compound depression. We used the term ‘“‘com- 
pound depressicn” as opposed to the primary-second- 
ary dichotomy of Robins and Guze (5) to avoid assum- 
ing a causal ordering of the coexisting conditions (15). 

Comparisons were made between patients with pure 
and compound depression at the acute stage of depres- 
sive illness (during hospitalization) as well as over a 
12-month follow-up period after hospital discharge. 
This was a naturalistic prospective study that ad- 
dressed the following questions: 1) What is the effect 
of comorbid illness on the severity of major depression 
and associated psychosocial factors? 2) How does the 
course of depression differ for patients with and with- 
out concurrent illness? 3) Do patients with compound 
depression differ in the rate of recovery and time to 
recovery from patients with pure depression? 


METHOD 


The subjects for the study were 78 patients consec- 
utively admitted to an acute care university-affiliated 
psychiatric hospital who had DSM-III diagnoses of 
major depression and who lived with at least one other 
family member over the age of 12 years. The patients’ 
admission diagnoses of major depression were con- 
firmed independently by chart review by two clinicians 
as well as by administering the affective disorders sec- 
tion of the National Institute of Mental Health Diag- 
nostic Interview Schedule (16). 

The group studied included 37 patients with major 
depression only (patients with pure depression) and 41 
patients with major depression compounded by a co- 
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existing psychiatric and/or medical condition (patients 
with compound depression). 

The mean+SD ages of the patients with pure and 
compound depression were 42.2+11.6 and 41.8+15.1 
years, respectively. The proportions of male to female 
patients in the groups of patients with pure and com- 
pound depression were 0.42:1 and 0.71:1, respec- 
tively. There were no significant differences between 
the patients with pure depression and the patients with 
compound depression on these or other sociodemo- 
graphic variables, including marital status, number of 
years married, number of children, number of years of 
education, or socioeconomic status (14). 

By the final follow-up at 12 months after hospital 
discharge, four of the patients with pure depression 
and seven of the patients with compound depression 
had dropped out of the study. Complete data for the 
entire follow-up period were collected for the remain- 
ing 67 patients (86% of the original study group). Par- 
tial information was available and used when appro- 
priate for three of the patients who dropped out of the 
study (one patient with pure depression and two pa- 
tients with compound depression). 

Information collected during hospitalization included 
sociodemographic data as well as psychosocial and 
clinical measures of depressive symptoms, age at onset 
of depression, suicidality, severity of depression, family 
history of psychiatric illness, and family composition. 

Patients were given the 17-item Modified Hamilton 
Rating Scale for Depression (17) to monitor the sever- 
ity of their depressive illness over time at three family 
meetings (during hospitalization, at 6-month follow- 
up, and at 12-month follow-up) as well as during 
monthly telephone interviews. 

The Global Assessment Scale (18) was administered 
on a monthly basis to evaluate patients’ overall func- 
tioning on a continuum ranging from psychological 
illness to health. 

The Social Readjustment Rating Scale (19) was com- 
pleted by an adult family member at the 6- and 12- 
month follow-up meetings. This scale is a checklist of 
40 possible life events, including such items as divorce, 
job loss or promotion, and change in living conditions. 
Any event that occurred within the previous 6 months 
was reported; absolute totals and weighted scores were 
analyzed. 

The findings presented here focus on the 12-month 
outcome and course of illness for patients with pure 
depression compared with patients with compound de- 
pression. Recovery was defined as a Hamilton scale 
score of less than 7 for 3 consecutive months; relapse 
was defined as a Hamilton scale score of 18 or greater 
after a patient had recovered. Life table techniques 
were used to generate the percent of patients recovered 
over the 12-month study period. Relationships be- 
tween categorical variables were tested for significance 
by using chi-square analyses; t tests and analyses of 
variance were used to test for differences of continuous 
measures. 
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TABLE 1. Comorbid Diagnoses of 41 Patients With Depression 
Plus Another Axis |, Il, or III Disorder 





Number of 
Patients 


Axis I 17 
Dysthymic disorder 
Substance abuse 
Anxiety disorder 
Bulimia 
Obsessive-compulsive disorder 
Axis II 
Avoidant or dependent personality disorder 
Histrionic or narcissistic personality disorder 
Schizotypal personality disorder 
More than one diagnosis 
Axis III 
Cardiovascular disorder 
Diabetes 
Epilepsy 
Asthma 
Chronic pain 
Combination of axis I, H, and III disorders 


Comorbid Diagnosis 
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RESULTS 


The 41 patients with compound depression repre- 
sented more than half (53%) of the 78 depressed pa- 
tients. The coexisting disorders fell into a wide range 
of categories; no one type of illness predominated (see 
table 1). 

During the acute phase of the depressive episode the 
patients with pure and compound depression did not 
differ from each other on most clinical and psychoso- 
cial variables (14). Some differences emerged, how- 
ever, over the course of the illness. 

Figure 1 shows the severity of depressive symptoms 
in the patients with pure and compound depression 
over the 12-month study period. There was a dramatic 
drop in severity scores for both groups as early as 1 
month after hospital discharge. Even though a gap in 
symptom severity between the two groups was imme- 
diately apparent, the difference did not attain signifi- 
cance until the third month after hospital discharge. 
From the eighth month onward this difference became 
consistently significant. 

The pattern of overall adjustment of depressed pa- 
tients, also shown in figure 1, parallels that found for 
depressive symptoms. As in the ratings of symptom 
severity, the third month marked the first point at 
which patients with pure depression showed signifi- 
cantly better global adjustment than patients with 
compound depression. After this, with the exception of 
the sixth month, patients with pure depression scored 
significantly better in their overall functioning than did 
patients with compound depression. 

In our previous report (14), we noted that 51% (N= 
18) of the patients with pure depression had recovered 
by the 6-month follow-up period, compared with 28% 
(N=11) of the patients with compound depression. At 
12 months, the recovery rates were even more diver- 
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FIGURE 1. Severity of Depressicn and Overall Functioning Over a 
12-Month Period After Hospital Discharge of 37 Patients With Pure 
Depression and 41.Patients With Compound Depression 
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“Severity of depression was measured by scores 01 the Modified 

Hamilton Rating Scale for Depression. The groups were signifi- 
cantly different from each other at 3 months (t=2.55, df=69, p< 
0.02), 4 months (t=2.07, df=72, p<0.05), 8 months (t=2.38, df= 
65, p<0.02), 9 months (t=2.74, df=66, p<0,01), 10 months (t= 
2.60, df=63, p<0.02), 11 months (t=2.15, df=62, p<0.05), and 
12 months (t=2.43, df=63, p<!).02). 
Overall functioning was measured by scores on the Global Assess- 
ment Scale, The groups were significantly different trom each other 
at 3 months (t=2.13, df=73, p<0.05), 4 months (-=2.67, df=71, 
p<0.01), 5 months (t=2.41, df=71, p<0.02), 7 months (t=2.32, 
df=68, p<0.05), 8 months (t=2.74, df=65, p<@.91), 9 months 
(t=3.15, df=66, p<0.01), 10 months (t=2.89, df=w3, p<0.01), 11 
months (t=2.95, df=63, p<0.01), and 12 months (:=2.04, df=60, 
p<0.05). 


gent: 65% (N=22) of the 34 patients with pure de- 
pression remaining in the study versus onv 33% (N= 
12) of the 36 remaining patients witk compound 
depression (y7=6.79, df=~, p<0.01). 

In fact, throughout the follow-up per:od, roughly 
half as many patients wita compound depression as 
patients with pure depression recovered (see figure 2). 
Furthermore, there were no significant differences in 
recovery rates among the patients witk compound 
depression. 
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FIGURE 2. Percent of 37 Patients With Pure Depression and 41 
Patients With Compound Depression Who Recovered Over a 12- 
Month Period After Hospital Discharge 
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*The groups were significantly different from each other at 4 months 
(x?=6.33, df=1, p<0.02), 5 months (x?=4.85, df=1, p<0.05), 6 
months (2 =5.56, df= 1, p<0.02), 7 months (x?=6.01, df=1, 
p<0.02), 8 months (x 2=6,29, df=1, p<0.02), 9 months (x*=9.75, 
df=1, p<0, oD, 10 months (x?=9.18, df=1, p<0. 01), 11 months 
(x?=7.77, df=1, p<0.01), and 12 months (x?=7.77, df=1, p< 
0.01). 


As figure 2 illustrates, recovery rates for patients 
with pure and compound depression showed steady 
improvement through the eighth month of follow-up 
and then declined (due to relapse) or reached a plateau. 
Most of the patients who recovered did so within 6 
months of hospital discharge; two patients with pure 
depression and four with compound depression re- 
lapsed by month 12. 

Although this study was naturalistic in design, we 
did examine the types of treatment received by each 
group of depressed patients. Although they had lower 
rates of recovery than patients with pure depression, 
significantly more of the patients with compound de- 
pression received individual therapy after hospital dis- 
charge (94% [N=31] versus 64% [N=21], x7=9.07, 
df=1, p<0.01). There was no difference in the percent- 
age of patients in each group who received family ther- 

-apy or group therapy or in the duration of treatment 
received by the patients in each group. 

On discharge from the hospital, most patients re- 
ceived some type of pharmacotherapy: 84% (N=31) 
of the patients with pure depression and 88% (N=36) 
of the patients with compound depression continued 

‚to receive medication for their depression. At the 12- 
month follow-up, 61% (N=20) of the 33 patients with 
pure depression who remained in the study reported 
that they were still taking medication, compared with 
48% (N=16) of the 33 patients with | compound de- 
eg who remained in the study (x?=0.963, df=1, 

.s.). We were unable to collect further systematic data 
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on levels of pharmacotherapy received by either group 
of patients. 

An interaction effect on recovery rates was found 
between pure versus compound depression and gen- 
der. Although there were no differences in recovery 
rates for men and women among the patients with 
compound depression, there was a strong relationship 
between gender and recovery status among the pa- 
tients with pure depression. By the 12-month follow- 
up, significantly more men (100% [10 of 10]) than 
women (50% {12 of 24]) with pure depression had 
recovered (x?=7.17, df=1, p<0.01). 

We found no relationship between number of life 
events reported and pure versus compound depression. 
Patients with pure depression had a mean of 4.5 re- 
ported life events, and the patients with compound 
depression had a mean of 5.4 (t=0.778, df=46, n.s.). 
However, in both groups of patients, those who did 
not recover reported that they experienced signifi- 
cantly more events than did patients who recovered— 
6.7 versus 2.9 (for patients with pure depression, 
t=2.86, df=22, p<0.01; for patients with compound 
depression, t=2.11, df=22, p<0.05). Although the 
mean scores within the group of patients with pure 
depression and within the group of patients with com- 
pound depression were identical, the levels of signifi- 
cance for the difference in mean scores between those 
who did and did not recover differed between groups. 

No differences were found between groups when 
events were classified as positive or negative in nature, 
family-related, job-related, or associated with psycho- 
logical loss. Thus, although the number of events was 
significantly related to recovery status, we were unable 
to discover any particular class of event that affected 
outcome. 


DISCUSSION AND CONCLUSIONS 


The overall goal of this study was to assess the im- 
pact of comorbidity on the course and outcome of 
depressive illness. Three conclusions are evident from 
the study. First, compound depression appears to be a 
common clinical occurrence in inpatient psychiatric 
settings. Second, the course of illness for patients with 
compound depression is more difficult than for pa- 
tients with pure depression. Third, recovery rates in 
patients with compound depression are significantly 
lower than those for patients with pure depression. 

Even though no attempt was made to select for pa- 
tients with concurrent illness, more than half of the 
depressed patients in this study had a coexistent dis- 
order. Further, the additional disorder was not limited 
to a particular DSM-III axis or, within each axis, to 
any particular cluster of disorders. We know that ma- 
jor depression is heterogeneous in nature, so perhaps it 
should not be surprising that associated comorbidity is 
heterogeneous as well. 

Whatever the coexisting diagnosis, it seems clear 
that patients with compound depression have a poorer 
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course of illness than do patients with pure depression. 
By the third month after hospital discharge, the pa- 
tients with pure depression had significantly better 
scores for overall functioning than did the patients 
with compound depression. This finding is consistent 
with research comparing depressed patients with and 
without axis I or axis II disorders (8, 11, 13) and with 
more recent studies suggesting a similar course for 
those with axis III disorders (20—22). It appears that it 
is not the coexistence of a specific type of illness but 
any illness that is associated with a more difficult 
course of depression. 

Not only did patients with pure depression have sig- 
nificantly better scores for overall functioning than did 
patients with compound depression, twice as many pa- 
tients with pure depression recovered. Although levels 
of recovery differed dramatically between patients 
with pure and compound depression, recovery from 
the depressive episode was likely to occur within 6 
months after hospital discharge for any patient who 
recovered. This time frame is similar to that reported 
in the literature (11, 23, 24). Importantly, however, we 
found that differences between patients with pure and 
compound depression were sustained over time: the 
patients with compound depression continued to expe- 
rience lower recovery rates and generally required 
more intensive ongoing care. 

We found no significant difference in recovery rates 
within the group of patients with compound depres- 
sion when grouped by concurrent axis I, Il, or II dis- 
orders or a combination of these disorders. It may be 
that the presence of any additional psychiatric or med- 
ical condition will prolong the course of the depressive 
episode and reduce the prospects of recovery. 

Several explanations could account for the poor re- 
covery rates of patients with compound depression. 
Inadequate treatment or noncompliance in taking 
medications are two obvious possibilities. There were, 
however, no significant differences between patients 
with pure and compound depression in in-hospital 
pharmacotherapy or in the percentages of patients re- 
porting taking medications at 12 months. 

Similar proportions of patients with pure and com- 
pound depression received group therapy, family ther- 
apy, and medication management after leaving the 
hospital. Significant differences were apparent only for 
individual therapy. There was no difference in the 
length cf time in treatment, however; both groups av- 
eraged 812 months. Therefore, in spite of the fact that 
a greater percentage of patients with compound de- 
pressior: received psychotherapy, they still had a worse 
outcome. Either the type of psychotherapy they were 
given was not particularly helpful or, more likely, their 
illnesses were more impervious to standard treatments. 

Alternative explanations for differences in recovery 
rates might also be found in the nature of compound 
depression. A patient with compound depression may 
not be able to respond to treatment in the same way a 
patient with pure depression can. Further, if short- 
term hospitalization and treatment for the depression 
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alone is stressed, then other problems mey not be ad- 
dressed properly, thereby prolonging the zime to full 
recovery. Finally, the effect of hospitalize-ion as a re- 
spite may last for a shorter length of time for patients 
with multiple problems. 

An interesting and unexpected finding was the in- 
teraction of gender and whether the depression was 
compound or pure and recovery status. Although 
men and women in the group of patients with com- 
pound depression did not differ in recovery rates, sig- 
nificantly more men than women with pur2 depression 
recovered. 

Several studies (24, 25) have repor-ed trends toward 
higher recovery rates and fewer relapses fc- males chan 
for females. Frank et al. (26) found no significant gen- 
der differences in recovery rates at 16-week follow-up, 
even though males were better responde-s; these au- 
thors suggested that sex differences in the outcome of 
depression may become more proncunced over time. 
Few reports, however, have specifically addressed co- 
morbidity and gender difference :n recove-y rates (27). 

Sex differences in recovery rates may be related to 
the social roles of men and women (28) or may be due 
to biological differences in depressive illr=ss between 
men and women 29). We found no evicence of sex 
differences in severity of illness; fur-hermore, we are 
not aware of any studies that support a reurobiologi- 
cal explanation for gender differences in recovery 
rates. For patients with compounc depression, the 
greater burden of the concurrent illress ray override 
any differences in outcome betwzen men zad women. 

Finally, our finding that, within each depressed 
group, the patients who recovered reported fewer life 
events than did those who did not recover ñas received 
some support from other studies (21, 30). We found 
no common basis to classify the events reported. It 
may be that the number of events rather than the na- 
ture of events can impede progress toward recovery. 

In conclusion, this study stresses the inwportance of 
identifying and dealing with the implications of co- 
morbidity in patients with mejor depression. The 
lower recovery rates and prolonged morbidity of pa- 
tients with compound depression presemt a clinical 
challenge and an economic burden. Coatinuing re- 
search is needed to further address key isszes, such as 
the probability of recurrence or the dep-ession, the 
length of the depressive episode, long-term prognosis, 
and the effectiveness of various treatment approaches. 


REFERENCES 


1. Andreasen NC, Winokur G: Secondary depression: familial, 
clinical, and research perspectives. Am J Psychie-ry 1979; 136: 
62-66 

2. Hall RCW, Gardner ER, Stickney 5K, et al: “hysical illness 
manifesting as psychiatric disease. Arch Gen Pevchiatry 1980; 
37:989-995 

3. Clayton PJ, Lewis CE: The significance of seconcazy depression. 
J Affective Disord 1981; 3:25-35 

4. Winokur G, Black DW, Nasrallah A: Depressions secondary to 
other psychiatric disorders and medical illnesse: Am J Psychi- 


349 


COMPOUND DEPRESSION 


10. 


13. 


14. 


IS. 
16. 


17. 


atry 1988; 145:233-237 


. Robins E, Guze SB: Classification of affective disorders, in Re- 


cent Advances in the Psychcbiology of Depressive Illnesses: 
DHEW Publication HSM 70-9053. Edited by Williams TA, 
Katz MM, Shields JA. Washington, DC, US Government Print- 
ing Office, 1972 


. Weissman MM, Pottenger M, Kleber H, et al: Symptom pat- 


terns in primary and secondary depression. Arch Gen Psychiatry 
1977; 34:854-862 


. Reveley AM, Reveley MA: The distinction of primary and sec- 


ondary affective disorders. J Affective Disord 1981; 3:273~279 


. Coryell W, Zimmerman M, Pfoh! B: Short-term prognosis in 


primary and secondary major depression. J Affective Disord 
1985; 9:265—270 


. Black DW, Winokur G, Nasrallah A: Treatment and outcome in 


secondary depression: a naturalistic study of 1,087 patients. J 
Clin Psychiatry 1987; 48:438-441 

Black DW, Bell S, Hulbert J, et al: The importance of axis II in 
patients with major depression: a controlled study. J Affective 
Disord 1988; 14:115-122 ”? 


. Hirschfeld RMA, Kosier T, Keller MB, et al: The influence of 


alcoholism on the course of depression. J Affective Disord 1989; 
16:151—158 


. Keller MB: The course of manic-depressive illness. J Clin Psy- 


chiatry 1988; 49(Nov Suppl):4-7 

Klein DN, Taylor EB, Harding K, et al: Double depression and 
episodic major depression: demographic, clinical, familial, per- 
sonality, and socioenvironmental characteristics and short-term 
outcome. Am J Psychiatry 1988; 145:1226-1231 

Keitner GI, Miller IW, Ryan CE, et al: Compounded depression 
and family functioning during the acute episode and at 6-month 
follow-up. Compr Psychiatry 1989; 30:512-521 

Feighner JP, Robins E, Guze $3, et al: Diagnostic criteria for use 
in psychiatric researct. Arch Gen Psychiatry 1972; 26:57-63 


Robins LN, Helzer JE, Croughan J, et al: The National Institute 


of Mental Health Diagnostic Interview Schedule: its history, 
characteristics, and validity. Arch Gen Psychiatry 1981; 38:381— 
389 

Miller IW, Bishop SB, Norman WH, et al: The Modified Hamil- 


350 


18. 


19. 


20. 


21. 


22. 


23. 


24. 


25. 


26. 


27. 


28. 


29. 


30. 


ton Depression Rating Scale: reliability and validity. Psychiatr 
Res 1985; 14:131-142 

Endicott J, Spitzer RL, Fleiss JL, et al: The Global Assessment 
Scale: a procedure for measuring overall severity of psychiatric 
disturbance. Arch Gen Psychiatry 1976; 33:766-771 

Holmes TH, Rahe RH: Social Readjustment Rating Scale. J 
Psychosom Res 1967; 11:213-218 

Lehmann HE, Fenton FR, Deutsch M, et al: An 11-year fol- 
low-up study of 110 depressed patients. Acta Psychiatr Scand 
1988; 78:57-65 

Swindle RW Jr, Cronkite RC, Moos RH: Life stressors, social 
resources, coping, and the 4-year course of unipolar depression. 
J Abnorm Psychol 1989; 98:468-477 

Wells KB, Stewart A, Hays RD, et al: The functioning and 
well-being of depressed patients: results from the medical out- 
come study. JAMA 1989; 262:914—-919 

Keller MB, Klerman GL, Lavori PW, et al: Long-term outcome 
of episodes of major depression. JAMA 1984; 252:788-792 
Gonzales LR, Lewinsohn PM, Clarke GN: Longitudinal fol- 
low-up of unipolar depressives: an investigation of predictors of 
relapse. J Consult Clin Psychol 1985; 53:461-469 

Lewinsohn PM, Zeiss AM, Duncan EM: Probability of relapse 
after recovery from an episode of depression. J Abnorm Psychol 
1989; 98:107~-116 

Frank E, Carpenter LL, Kupfer DJ: Sex differences in recurrent 
depression: are there any that are significant? Am J Psychiatry 
1988; 145:41-45 

Fabrega H Jr, Mezzich J, Ulrich R, et al: Females and males in 
an intake psychiatric setting. Psychiatry 1990; 53:1-16 
Turner RJ, Avison WR: Gender and depression: assessing ex- 
posure and vulnerability to life events in a chronically strained 
population. J Nerv Ment Dis 1989; 177:443-455 

Brugha TS, Bebbington PE, MacCarthy B, et al: Gender, social 
support, and recovery from depressive disorders: a prospective 
clinical study. Psychol Med 1990; 20:147-156 

Monroe SM, Bromet EJ, Connell MM, et al: Social support, life 
events, and depressive symptoms: a 1-year prospective study. J 
Consult Clin Psychol 1986; 54:424-431 


Am J Psychiatry 148:3, March 1991 


Depressive Symptoms Following Stroke 


Robert A. Stern, Ph.D., and David L. Bachman, M.D. 


Objective: The primary purpose of this study was to assess the relation of lesion location 
to mood and vegetative disturbance following stroke. Method: Fifty-two inpatients a:d 
outpatients who had had single, unilateral strokes were included. Patients with past CNS or 
psychiatric disorders were excluded. A modified Visual Analogue Dysphoria Scale was used 
to allow the inclusion of all but the most impaired aphasic patients. Sleep and eating ais- 
turbances were measured by using both self-report and nursing assessments. Location of 
lesions was determined by CT scan and classified according to three dimensions: right-left, 
dorsal-ventral, and frontal-nonfrontal. Results: On measures of dysphoric mood and sleep 
disturbance, results indicated significant three-way interactions among the three lesion di- 
mensions. No differences were found with regard to eating disturbance. Greater dysphoria 
and sleep disturbance were found in subjects with left parietalloccipital, left inferior frontal, 
right superior frontal, and right temporal lesions than in subjects with lesions in otker 
locations. Depressive symptoms were not associated with functional impairment as mecs- 
ured by activities of daily living, motor strength, or severity of aphasia. Conclusions: These 
results support the hypothesis that lesion location is a valid and significant factor in the 
mixture of influences which may result in a dysphoric mood state following stroke. Te 
relation between the site of the lesion and subsequent depressive symptoms, however, may be 


more complex than has been reported previously. 


(Am J Psychiatry 1991; 148:351-356) 


M ood disorders following stroke are common (1), 
can significantly reduce the speed and success of 
rehabilitation (2), and do not appear merely to repre- 
sent an expected grief response to loss of function (3, 
4). Robinson and colleagues (5, 6) suggested that pa- 
tients with left anterior cerebral lesions have a higher 
incidence and severity of the psychiatric syndrome of 
major depression than do patients with lesions in other 
locations. A more recent report by Robinson’s group 
(7) and one by others (4), however, indicate that this 
finding may not be as definite as was first thought. 

A more precise assessment of intrahemispheric le- 
sion location may help to clarify the relation between 
lesion focus and depressive symptoms. On the basis of 
known neuroanatomical connections of cortical/sub- 
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cortical limbic system pathways, it would be expected 
that differences in mood and behavior would exist 
within frontal or posterior regions, depending on 
whether a lesion is in a more ventral or doesal location 
(e.g., orbital frontal versus dorsolateral frontal lobe or 
temporal versus parietal lobe) (8—1C). Despite the ex- 
istence of these dorsal-ventral neuroanatomical differ- 
ences, no previous study of poststroke mood disor- 
ders has systematically evaluated this aspzct of lesion 
localization. 

A major limitation to previous investigations of de- 
pressive symptoms following stroke involves the selec- 
tion of subjects. Many studies have inclu=ed patients 
with prestroke histories of psychiatric illn2ss or previ- 
ous strokes (1, 11, 12). This has led tc potentially 
confounding results, since these variables may increase 
the risk of depressive symptoms following stroke (12, 
13). In addition, the majority of investigations have 
excluded many aphasic patients with imaaired com- 
prehension because of the inability of thes2 patients to 
respond accurately to standardized depression scales 
and interviews (4, 14). Although some aspects of de- 
pressive symptoms, such as sleeping and eating distur- 
bances, can be readily observed, internal mood state is 
difficult to assess in aphasic patients (15, 16). Finally, 
most previous studies have relied on multifactorial 
measures of the syndrome of depression o- on psychi- 
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atric diagnostic criteria (e.g., DSM-III) rather than on 
measures of specific symptoms. 

The present study was undertaken to assess the re- 
lation of specific lesion locations to internal mood 
states and to two vegetative symptoms common in psy- 
chiatric depressive disorders, i.e., sleeping and eating 
disturbances. In addition to right-left and frontal-non- 
frontal dimensions, lesions were classified by using a 
ventral-dorsal dichotomy. Patients with previous neu- 
rological or psychiatric histories were excluded, and a 
modification of a self-report measure of dysphoric 
mood was used to allow the inclusion of all but the 
most severely impaired aphasic patients. 


METHOD 


Subjects were selected from among consecutively ad- 
mitted inpatients and outpatients with neurology clinic 
appointments at the Boston Department of Veterans 
Affairs Medical Center and the Braintree Hospital, a 
private rehabilitation facility. Before participation in 
the study and after explanation of the procedures, all 
subjects or their representatives gave informed con- 
sent. All subjects were right-handed men who had suf- 
fered a unilateral cerebrovascular accident between 1 
month and 4 years before participation (mean+SD 
time since stroke onset was 16.2+12.3 months). Only 
patients whose lesiors could be documented by CT 
scan were included. All subjects had lesions involving 
the cerebral hemispheres; no subjects had isolated 
brainstem or cerebellar lesions. Patients who had had 
previous cerebrovascular accidents or other disorders 
of the CNS were excluded, as were those with pre- 
stroke histories of psychiatric illness (including signifi- 
cant alcohol abuse). Aphasic patients were excluded 
only if their mean auditory comprehension scores on 
the Boston Diagnostic Aphasia Examination (17) were 
below the 10th percentile; only two aphasic patients 
were excluded by this criterion. Twenty-two aphasic 
patients participated. The total number of subjects was 
52, and their mean+SD age was 65.8+7.9 years. 
Ninety percent (N=47) of the subjects were Cauca- 
sian; the remaining 19% were black. Thirty-three per- 
cent (N=17) of the subjects had high school degrees, 
38% (N=20) had not completed high school, and 
29% (N=15) had had some education beyond high 
school. 

Each subject was assessed on one occasion. Self-re- 
port and interview ratings were conducted in the late 
morning or early afternoon to preclude effects of diur- 
nal variation. 


Instruments 


Functional impairment was measured with the 
Modified Barthel Index of Mobility and Self Care (18) 
and a typical 6-point motor strength scale (19). The 
severity of the.aphasic patients’ impairment in com- 
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munication was assessed by the severity score of the 
Boston Diagnostic Aphasia Examination. 

Dysphoric mood was assessed by a modification of 
the Visual Analogue Mood Scale (20) in which a 
100-mm line with a vertical rather than a horizontal 
presentation was used in order to preclude bias due to 
right- or left-side hemispatial neglect. The two poles 
were represented by words and cartoon faces indicat- 
ing “happy” and “sad.” The score on this Visual An- 
alogue Dysphoria Scale was the number of millimeters 
from the “happy” pole. We found this modified scale 
to be a valid measure of dysphoric mood in a series of 
95 general neurology patients referred for neuropsy- 
chological assessment, with significant correlations be- 
tween scores on it and on other standardized measures 
of dysphoric mood, such as the MMPI depression scale 
and the Profile of Mood States. A similar scale has 
been found useful in assessing mood in stroke patients 
because of its brevity and its limited linguistic require- 
ments (21). Formal assessment of reliability and valid- 
ity for other vertically presented visual analogue mood 
scales has recently been reported (22). 

The Visual Analogue Dysphoria Scale was adminis- 
tered as part of a larger battery of mood and depres- 
sion inventories, including the Hamilton Rating Scale 
for Depression (23) and the Depression Adjective 
Checklist (24). All subjects, regardless of the severity 
of their aphasia, were able to provide what appeared 
to be reliable responses by using the Visual Analogue 
Dysphoria Scale. Furthermore, ratings on this scale 
correlated highly with scores on other standardized 
measures of dysphoric mood such as the Depression 
Adjective Checklist (r=0.81) in the aphasic patients 
(25), thus providing additional evidence of concurrent 
validity for this new mood scale. The correlation be- 
tween ratings on the Visual Analogue Dysphoria Scale 
and the Depression Adjective Checklist existed for 
the aphasic subjects with the most intact auditory com- 
prehension (r=0.84; mean+SD Boston Diagnostic 
Aphasia Examination auditory comprehension percen- 
tile=75.3+13.8) as well as for those with the most 
compromised auditory comprehension (r=0.64; audi- 
tory comprehension percentile=29.7+13.7). 

Ratings of vegetative symptoms were created by us- 
ing a combination of interview response and observed 
behavior. Sleep disturbance was assessed by a combi- 
nation of the three insomnia items of the Hamilton 
depression scale and a 5-point rating of early morning 
awakening completed by a nurse familiar with the pa- 
tient. Eating disturbance was similarly assessed by a 
combination of the two eating-related items of the 
Hamilton scale and a nurse’s 5-point rating of dimin- 
ished appetite. One patient was unable to provide 
meaningful responses during the Hamilton depression 
interview, and therefore the sleep and eating distur- 
bance scales were composed solely of the nurse’s as- 
sessments. Ratings on each of these two scales were 
transformed to standardized T scores (mean+SD= 
50+10) for the analyses. 
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Lesion Classification 


All subjects received CT scans, which were judged 
independently by two members of the CT research 
group of the Boston Department of Veterans Affairs 
Medical Center Aphasia Research Center. Location of 
the lesions was assessed with a modification of the 
technique of Naeser and Hayward (26>. Since all le- 
sions were unilateral, the side of the lesion was easily 
determined. Analysis of intrahemispheric lesion loca- 
tion was performed on a region-by-region basis. Each 
of the following six regions was rated on a 4-point 
scale with respect to the percentage of infarcted tissue: 
the inferior frontal lobe (Brodmann’s areas 10—15, 25, 
and 43—47), the superior frontal lobe (areas 4, 6, 8, 9, 
24, 32, and 33), the temporal lobe (areas 20-22, 26— 
30, 34-38, and 41-43), the inferior occipital lobe (ar- 
eas 17—19), the inferior parietal lobe (areas 23, 31, 39, 
and 40), and the superior parietal and occipital lobes 
(areas 1-3, 5, and 7). In order to provide intrahemi- 
spheric classifications, these ratings were then trans- 
formed using two dimensions: 1) dorsal ‘including the 
superior frontal and entire parietal and occipital lobes) 
versus ventral (including the inferior frontal and entire 
temporal lobes) and 2) frontal versus nonfrontal. A 
lesion was considered to be frontal if the mean rating 
for the two frontal regions was greater than the mean 
rating for the remaining four regions. Similarly, a le- 
sion was considered to be ventral if the mean com- 
bined rating for the inferior frontal and temporal lobe 
regions was greater than the mean combined rating for 
the superior frontal, inferior parietal, inferior occipital, 
and superior parietal and occipital regions. The classi- 
fications, therefore, indicated whether the lesion was 
predominantly in one area or another, rather than 
solely in that area. The inclusion of inferior occipital 
regions in the dorsal classification was based on 
known corticolimbic connections rather than on actual 
anatomical location. 

On the basis of these lesion classifications, 37% 
(N=19) of the subjects had right hemisphere lesions 
(63%, N=33, left hemisphere), 65% (N=34) had pre- 
dominantly dorsal lesions (35%, N=18, ventral), and 
44% (N=23) had predominantly frontal lesions (56%, 
N=29, nonfrontal). In this classification scheme no 
distinction was made between involvement of cortical 
and subcortical lesions. 


Statistical Analyses 


The relation between lesion classifications and each 
of the three dependent variables (i.e., ratings of dys- 
phoria, sleep disturbance, and eating disturbance) 
were first assessed with a multivariate analysis of vari- 
ance (MANOVA) to protect against type I error and 
because of intercorrelations among the dependent var- 
iables. A 2X22 design was used, with each of the 
three dichotomous lesion dimensions used as a group- 
ing variable. Individual univariate analyses of variance 
(ANOVAs) were performed subsequent to a significant 
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MANOVA. The MANOVAs and ANOVAs were per- 
formed by using unweighted means analyses rather 
than least squares analyses, since unequal cell sizes in 
this sample were most likely due to chance sampling 
error rather than an expected inequality in the popu- 
lation. All analyses met the assumptions underlying 
univariate and multivariate analyses (e.g., homogene- 
ity of dispersion matrices, homogeneity of variance). 
Significant three-way ANOVAs were followed up by 
appropriate simple effects tests to assess the underlying 
two-way interactions or main effects. 

On the basis of previous research and theoretical 
arguments, an a priori decision was made to assess 
right-left by frontal-nonfrontal interactions at each of 
the two dorsal-ventral levels. For example, following a 
significant three-way interaction, two separate two- 
way ANOVAs were performed as simple effects tests 
(using appropriate error terms), one assessing the re- 
lation between'side of the lesion and caudality among 
patients with predominantly dorsal lesions and the 
other assessing this relation among patients with pre- 
dominantly ventral lesions. These tests, if significant, 
were followed up by further simple main effects tests. 
The relations between the dysphoria ratings and the 
measures of functional impairment were assessed with 
two-tailed Pearson correlations, as were the relations 
among the three dependent variables. An alpha level of 
0.05 was used throughout. 


RESULTS 


There were no significant relations between dys- 
phoric mood and measures of functional impairment. 
Specifically, rating on the Visual Analogue Dysphoria 
Scale was not significantly correlated with the Barthel 
index (r=—0.02, df=50, p>0.05), with the measure of 
motor strength (r=0.01, df=50, p>0.05), or with the 
aphasia severity score (r=—0.19, df=18, p>0.05). 

The MANOVA assessing the relation between lesion 
location and depressive symptoms yielded a significant 
three-way interaction (Wilks’ lambda=0.69; approxi- 
mately distributed as F=6.16, df=3, 42, p<0.001). 
There were no significant underlying two-way interac- 
tions or main effects. The subsequent univariate 
ANOVA with the Visual Analogue Dysphoria Scale 
score as the dependent variable resulted in a significant 
three-way interaction (F=13.03, df=1, 44, p<0.001). 
Simple effects tests resulted in two significant findings: 
1) among patients with predominantly right ventral 
lesions, those with nonfrontal lesions had significantly 
greater dysphoric mood than those with frontal dam- 
age (F=10.84, df=1, 44, p<0.01), and 2) among pa- 
tients with left dorsal lesions, those with nonfrontal 
lesions were more dysphoric than those with frontal 
lesions (F=5.03, df=1, 44, p<0.05) ‘figure 1). 

The ANOVA on sleep disturbance also yielded a 
significant three-way interaction [F=13.81, df=1, 44, 
p<0.001). Only one follow-up simple effects test 
reached significance, indicating that.among patients 
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with right dorsal lesions, those with frontal damage 
had greater sleeping disturbance than those with non- 
frontal lesions (F=5.34, df=1, 44, p<0.05) (figure 2). 
The ANOVA on eating disturbance did not result in 
any significant interaction or main effect. 

A comparison of mean scores on the dysphoria scale 
and the sleep disturbance measure among all lesion 
groups resulted in the following patterns. Among pa- 
tients with lesions of the left hemisphere, those with 
predominantly parietal or occipital lesions had signifi- 
cantly more dysphoric mood and sleep disturbance 
than those whose lesions were predominantly in the 
superior frontal lob. In contrast, a different pattern 
emerged among patents with more ventral lesions of 
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the left hemisphere. Patients with left inferior frontal 
lobe lesions reported greater dysphoric mood and sleep 
disturbance than did those with temporal lobe lesions. 

The pattern with right hemisphere lesions was quite 
different. Patients with right superior frontal lobe le- 
sions reported greater dysphoria and sleep disturbance 
than did those whose lesions were predominantly in 
the right parietal or occipital lobes. Those with right 
temporal lesions, however, had greater dysphoria and 
sleep disturbance than patients with right inferior fren- 
tal lobe damage. 

To assess the relations among the three different 
measures of depressive symptoms, we calculated Pear- 
son correlation coefficients. There was a significant 
correlation between dysphoric mood and sleep distur- 
bance, as measured by the Visual Analogue Dysphoria 
Scale and the sleep disturbance rating, respectively (r= 
0.57, df=50, p<0.001). The correlations between 
each of these scales and the measure of eating distur- 
bance, however, were nonsignificant (dysphoria and 
eating disturbance, r=0.19, df=50, p>0.05; sleep dis- 
turbance and eating disturbance, r=0.12, df=50, p> 
0.05). 


DISCUSSION 


These results suggest that dysphoric mood following 
stroke is not merely an expected grief reaction to func- 
tional impairment, a finding consistent with most pre- 
vious studies (3, 4). Furthermore, our findings indicate 
that there is a complex relationship between the loca- 
tion of the lesion and depressive symptoms. The three- 
way interactions involving right-left, dorsal-ventral, 
and frontal-nonfrontal lesion dimensions suggest that 
relying on any one of the underlying two-way interac- 
tions (e.g., side of lesion by proximity to the frontal 
pole) or main effects (e.g., right-left), as previous stud- 
ies have done (4, 27—31), may inadequately characier- 
ize the profile of lesion location factors influencing 
poststroke mood disorders. 

Eating disturbance was not significantly correlated 
with either disturbed sleeping or dysphoria in this sam- 
ple of stroke patients. Furthermore, eating disturbance 
was not associated with lesion location. These findings 
suggest that following stroke, there is a dissociation 
between two vegetative symptoms which typically co- 
occur in psychiatric patients with mood disorders. It is 
possible that due to hospitalization, impairment in 
swallowing, or other variables associated with stroke, 
actual lesion-based differences in eating disturbance 
were masked. On the other hand, it is impressive that 
sleep disturbance correlated so well with dysphoric 
mood state despite the opportunity for so many non- 
affectively based factors to influence sleep in medically 
incapacitated patients (32). In addition, similar vat- 
terns of lesion foci were associated with both dys- 
phoric mood and insomnia, suggesting a common un- 
derlying mechanism. 

These findings suggest that sleep dysfunction and 
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dysphoria may constitute part of a legitimate clinical 
syndrome in poststroke patients. It is still uncertain, 
however, whether this putative syndrome resulting 
from a structural brain lesion is identical to the syn- 
drome of major depressive disorder observed in pri- 
mary psychiatric patients. It should be noted that a 
“mood syndrome” is typically considered to be a clus- 
ter of mood and related symptoms that co-occur for a 
period of time (DSM-III-R). We focused on only two 
of the nonmood symptoms associated with major de- 
pressive syndrome or dysthymia (i.e., appetite and 
sleep disturbance). We chose these two symptoms be- 
cause they are readily observed by family members 
and/or nursing staff and do not necessarily depend on 
accurate patient report. The DSM-III-R criteria for 
major depressive syndrome include several symptoms 
that are either difficult to assess because of aphasia, 
dysprosody, and other cognitive impairments (e.g., 
feelings of worthlessness, suicidal ideation) or may be 
masked or mimicked by the known neurobehavioral 
consequences of the stroke itself (e.g., poor concentra- 
tion, apathy, psychomotor agitation or retardation). 
Because of these difficulties, it has been suggested that 
vegetative signs may be the only manifestations of 
poststroke mood disorders that are easily assessed (15) 
and that new diagnostic criteria should be developed 
specifically for poststroke mood disorders (33). 

Robinson (34) argued that poststroke mood disor- 
ders result from disruption of ascending catecholamine 
pathways before they pass posteriorly around the left 
anterior frontal lobe. This hypothesis does not, how- 
ever, adequately explain the finding that there is a dis- 
sociation between ventral and dorsal lesions within the 
frontal lobe (in either hemisphere) with regard to de- 
pressive symptoms following stroke. Recent evidence 
suggests that rather than resulting from dysfunction 
within a single neurotransmitter system, psychiatric 
depressive disorders may result from a complex inter- 
action of neurochemical and neuroendocrine system 
dysfunction (35, 36). Nonetheless, our data confirm 
the hypothesis that lesion location is a valid and sig- 
nificant factor in the mix of influences which may re- 
sult in a dysphoric mood state following stroke. 

The method we used to assess lesion location re- 
mains relatively crude when compared to advances in 
other fields of neuropsychological lesion correlation 
(37). Greater numbers of carefully characterized stroke 
patients grouped according to important parameters 
such as lesion size and time since stroke must be col- 
lected before more sophisticated studies of lesion loca- 
tion can be undertaken. However, even with the lim- 
ited methods available, our findings confirm the 
hypothesis that the dorsal-ventral lesion dichotomy 
represents an important and ecologically valid param- 
eter of lesion location. If, as we suspect, the critical 
aspect of lesion location is the impact of the lesion on 
local cortical/subcortical limbic system circuitry, then 
the local pattern of limbic system connections should 
determine the effect of any given lesion. Previous re- 
ports have indicated a distinctive pattern of limbic sys- 
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tem connections for dorsal cortical centers versus ven- 
tral cortical centers (8—10). The findings in this study 
provide further empirical evidence for this dorsal-ven- 
tral distinction. 

It is likely that the ultimate etiology of poststroke 
mood disorders will reflect a complex interaction of 
neurochemical, neuroendocrine, metabolic, and cogni- 
tive alterations following stroke, as well as differences 
in both inter- and intrahemispheric cerebral specializa- 
tion of emotional processing (8, 33—40). Future re- 
search that uses reliable and valid measures of specific 
features of the depressive syndrome, along with even 
more precise neuroanatomical localization, should 
help to further clarify these issues. 
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The Nature and Course of Olfactory Deficits 
in Alzheimer’s Disease 


Michael Serby, M.D., Pamela Larson, M.A., and Davina Kalkstein, B.A. 


Objective: The aim of this study was to determine the specific nature and course of 
olfactory deficits in Alzheimer’s disease. Previous studies had noted impaired odor identifi- 
cation, but there was no unanimity about the presence of odor detection deficits. Method: 
Odor identification was tested in SS patients with Alzheimer’s disease and 57 elderly control 
subjects by using the University of Pennsylvania Smell Identification Test. Odor detectson 
was assessed in 46 subjects with Alzheimer’s disease and 40 control subjects by using a 
forced-choice threshold test with geraniol as the odorant. Results: Significant deficits in 
olfactory identification were present in subjects who were in the earliest stages of cognitzve 
impairment, and these deficits increased as Alzheimer’s disease progressed. There was some 
overlap in individual smell identification test scores between cognitively impaired »atie-ts 
and normal elderly subjects. On the other hand, odor detection deficits did not appear util 
Alzheimer’s disease was relatively advanced. Smell identification test scores were correla:2d 
with Mini-Mental State scores, but geraniol detection was not. Conclusions: Odor identifi- 
cation is impaired early in Alzheimer’s disease and may be more influenced by cognitive 
status than is acuity of odor detection, which is not altered until later in the disorder. The 
pattern of byposmia in Alzheimer’s disease suggests that the disorder may not “begin in he 
nose,” as has been theorized previously. Further refinement of olfactory testing may Ue userul 
in the diagnostic evaluation of early dementia. 


(Am J Psychiatry 1991; 148:357—360) 


here are anatomical (1, 2) and neurochemical 

(3-6) links between Alzheimer’s disease and the 
sense of smell. Studies of olfactory performance in Alz- 
heimer’s disease are grounded in these observations. 
Early reports that noted impaired odor identification 
by Alzheimer’s disease patients (7—9) were followed by 
a number of confirmatory studies (10-13). 

A few groups have also tested odor detection capa- 
bilities in Alzheimer’s disease. The process of odor de- 
tection is less dependent on cognition than is odor 
identification (14). There is also evidence that odor 
identification involves medial temporal lobe structures 
and that detection is a more peripherally based phe- 
nomenon (15). Studies have yielded conflicting data 
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regarding the presence (10, 11) or absence (12, 13) of 
impaired odor detection in Alzheimer’s Csease. 

We attempted to clarify the nature of the olfactory 
disturbance in Alzheimer’s disease and to use it as a 
means of explcring other questions about this disorder. 


METHOD . 


We administered one or more olfactory tests to 281 
subjects of various ages and in different diagnostic cat- 
egories, including 60 elderly control subjzcts between 
the ages of 60 and 79 and 62 patients witt. Alzheimer’s 
disease. Subjects were patients, families, and staff 
members recruited from the New York Veterans Ad- 
ministration (VA) Medical Center, the Aging and De- 
mentia Research Program of New York University, 
and various senior citizen centers. The screening pro- 
cedure included administration of the 30-point Mini- 
Mental State examination (16) and the 17-item Ham- 
ilton Rating Scale for Depression. Con-rol subjects 
were free of cognitive and affective complaints and 
scored above 27 on the Mini-Mentai State and below 
16 on the Hamilton scale. The diagnosis of Alzhei- 
mer’s disease was established according ta the criteria 
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of McKhann et al. (17). Alzheimer’s disease patients 
were also tested with the Mini-Mental State and the 
Hamilton depression scale and were rated on the Global 
Deterioration Scale, a seven-stage system designed to 
reflect the characteristic presentation and course of 
age-associated cognitive impairment and Alzheimer’s 
disease (18). Stage 3 on the Global Deterioration Scale 
describes a group of patients who have early cognitive 
and behavioral changes but may not decline further 
into Alzheimer’s disease (stages 4 through 7). 

All subjects were screened for cognitive, medical, and 
psychiatric disorders zhat might interfere with olfac- 
tory scores (19) and thus preclude their participation. 
These disorders included head trauma, hypothyroid- 
ism, insulin-dependent diabetes mellitus, Cushing’s dis- 
ease, active hepatitis, cirrhosis, chronic renal failure, 
multiple sclerosis, vitamin B,> deficiency, and local res- 
piratory tract factors such as active rhinitis or sinusitis 
(allergic or infectious}, active asthma, and history of 
nasal polyps or surgery. Potential subjects were also 
not included if they were currently taking antidepres- 
sants, neuroleptics, antihistamines, or anticholinergics. 
Current smokers were excluded from participation. In- 
formed consent was obtained from subjects or next of 
kin (if subjects were incompetent) after procedures, 
risks, and benefits had been explained. 

The University of Pennsylvania Smell Identification 
Test (20) was administered to 55 Alzheimer’s disease 
patients and 57 age-matched control subjects (60-79 
years old). The test is a standardized scratch-and-sniff 
task involving 40 common odorants, each of which 
must be identified from four written choices. 

To test odor detection we used a simple method 
designed to eliminate cognitive factors as much as pos- 
sible. Three sniff bottles were presented in each of nine 
trials: two bottles contained odorless fluid, and a third 
bottle in each set contained diluted geraniol, an olfac- 
tory stimulant used in the perfume industry. The con- 
centration of geraniol increased in each successive triad 
of bottles to minimize adaptation effects. The position 
of the geraniol bottle in each set was randomized. The 
threshold value was designated as the lowest of three 
consecutive concentrations that were correctly identi- 
fied. The threshold score was designated from 1 (low- 
est concentration) through 9 (highest); a score of 10 
signified no perception of odorant. The specific concen- 
trations were 6.3, 9.97, 15.8, 25.0, 39.6, 62.8, 99.6, 
157.9, and 250.0 cc of geraniol dissolved in enough 
odorless diethyl phthalate to produce one liter of fluid. 
Forty-six Alzheimer’s disease patients and 40 age-matched 
control subjects were tested with this paradigm. 

The study was approved by the New York VA Med- 
ical Center and the institutional review board at New 
York University Medical Center. 


RESULTS 


We compared the performance on the smell iden- 
tification test of the 55 Alzheimer’s disease patients 
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and the 57 age-matched control subjects (mean+SD 
age=70.1+5.3 years). A one-way analysis of variance 
(ANOVA) demonstrated a significant difference be- 
tween groups (F=30.71, df=4, 111, p<0.004). We 
found significant differences (p<0.05), as measured by 
the Scheffé post hoc test, between the control group 
and patients grouped according to Global Deteriora- 
tion Scale stages. The mean+SD score on the smell 
identification test for the control subjects was 31.804 
7.2. The patient groups’ scores were as follows: stage 
3 (N=8; mean age=69.5+13.3), 20.25+7.1; stage 4 
(N=23; mean age=68.1+7.8), 20.39+10.3; stage 5 (N= 
14; mean age=68.3+6.2), 12.93+3.4; stage 6 (N=10; 
mean age=71.4+9.1), 12.50+4.7. 

There were no significant differences between scores 
of patients at the various stages of the Global Deteri- 
oration Scale. When the stage 3 and stage 4 groups’ 
scores were combined (20.36+9.5), their performance 
was significantly better (p<0.05) than that of the com- 
bined stage 5 and stage 6 groups (12.75+3.9). 

As mentioned previously, a number of studies have 
found differences in smell identification between Alz- 
heimer’s disease patients and elderly control subjects. 
We decided to evaluate the potential utility of the Uni- 
versity of Pennsylvania Smell Identification Test in dis- 
criminating between this type of dementia and normal 
aging. We chose a cutoff score of 27 to reflect a pre- 
sumptive diagnosis of Alzheimer’s disease for the stage 
3 and stage 4 patients and a cutoff score of 23 for the 
stage 5 and stage 6 patients. We found that 10 (32.3%) 
of the 31 stage 3 and stage 4 patients scored above 27, 
a level of performance matched by 46 (80.7%) of the 
57 control subjects (x?=20.36, df=1, p<0.05). None 
of the 24 stage 5 and stage 6 subjects scored above 23 
on the smell identification test, but 50 (87.7%) of the 
57 control subjects did (y?=32.33, df=1, p<0.05). 

Scores on the geraniol threshold task for the com- 
bined stage 3 and stage 4 groups (N=28; mean age= 
68.6+9.5) and the combined stage 5 and stage 6 
groups (N=18; mean age=68.6+5.6) were compared 
with those of the control subjects (N=40; mean age= 
70.2+4.9). A one-way ANOVA demonstrated a sig- 
nificant difference between groups (F=5.84, df=2, 85, 
p<0.004). A Scheffé post hoc analysis was performed. 
The stage 3 and stage 4 patients had a score of 4.46+ 
3.4, not significantly different from that of the normal 
subjects (4.00+2.7). The more advanced Alzheimer’s 
disease patients demonstrated impaired odor detec- 
tion, with a threshold score of 6.94+3.4. This sample 
of advanced dementia patients showed worse perfor- 
mance than the control subjects (Scheffé F=5.64, df= 
2, 85, p<0.05) and the stage 3 and stage 4 group 
(Scheffé F=3.53, df=2, 85, p<0.05). 

For the Alzheimer’s disease patients there was a 
strong relation between performance on the smell 
identification test and Mini-Mental State score (Pear- 
son’s r=0.48, df=54, p<0.005) but not between odor 
threshold score and Mini-Mental State score (r= 
—0.13, df=45, n.s.). 
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DISCUSSION 


These results suggest several points about the course 
of the olfactory changes in Alzheimer’s disease. Partic- 
ular attention should be paid to the data on subjects at 
stage 3 of the Global Deterioration Scale because of 
the uncertainty of the diagnosis of dementia. Not all 
stage 3 patients decline further into Alzheimer’s dis- 
ease; in fact, in one study only 25% of 36 stage 3 sub- 
jects had reached stage 4 after 3.5 years (Barry Reis- 
berg, personal communication, 1989). Some of these 
stage 3 patients may have had hyposmia, which might 
predict decline. As we have noted, our stage 3 group 
showed impaired performance on the smell identifica- 
tion test; their scores were not different from those of 
the stage 4 patients. It is possible that most of the stage 
3 patients will ultimately become demented and that 
the hyposmia is an early indicator. It appears that loss 
of olfactory acuity should be evaluated further as an 
early marker for Alzheimer’s disease. 

There are deficits in both odor detection and odor 
identification in Alzheimer’s disease. The loss of ability 
to identify odors begins early, perhaps as a harbinger 
of disease, and is progressive. The change in detection 
acuity is a later phenomenon that appears in advanced 
stages of the disease. This pattern of hyposmia ex- 


plains the contradictory findings in earlier studies. The. 


two studies that found no impaired detection recruited 
patients with “mild” Alzheimer’s disease (12, 13). On 
the other hand, higher thresholds were present in a 
group of subjects with predominantly moderate Alz- 
heimez’s disease (11) and in a sample that contained 
patients who had “rather advanced dementia” (10). 

The finding that for patients with Alzheimer’s dis- 
ease there is a significant correlation of Mini-Mental 
State scores with odor identification performance but 
not with odor thresholds suggests several conclusions. 
Odor identification is impaired early and seems to be 
more influenced by cognitive status than is acuity of 
odor detection. Although thresholds do change from 
stages 3 and 4 to stages 5 and 6, it appears that the 
change may be less uniform than it is for smell identi- 
fication and is limited to the higher levels of cognitive 
deficit. 

The differences in time course for changes in odor 
detection and identification in Alzheimer’s disease may 
call into question the theory that more peripheral 
structures are the earliest to be involved. Roberts (21) 
hypothesized a process whereby aluminosilicates enter 
the nasal mucosa and, through retrograde absorption 
into the CNS, lead to a cascade of events culminating 
in Alzheimer’s disease. One might expect odor detec- 
tion to be impaired early in the disease and odor iden- 
tification later if this is true, but the pattern of olfac- 
tory deficit that we found is the reverse of this 
hypotaetical picture. It could be that the physiological 
processes involved in odor detection are more redun- 
dant and resistent to functional change than those 
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which are involved in identification, but so far there is 
no evidence for this. 

The utility of olfactory testing for diferential diag- 
nosis of dementia is limited at this time. An overlap of 
scores with those of patients with other c:sorders (e.g., 
multi-infarct dementia; Serby et al., unpublished data) 
and with scores of normal elderly subjecss restricts the 
feasibility of this approach. This is especially true be- 
cause the greatest overlap occurs in the earliest phases 
of Alzheimer’s disease, when diagnosis may be ob- 
scure. The greatest potential for such clinical tests rests 
in the possibility that olfactory dysfunction is an early 
marker of pathological changes in otherwise “normal” 
geriatric subjects. It is clear that hyposmia is an inher- 
ent part of the Alzheimer’s disease process. However, 
refinement of olfactory testing is an essential prelude to 
development of a diagnostic tool. Olfactory testing 
may prove to be more useful in com>ination with 
other diagnostic procedures. 
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Nonfearful Panic Disorder in Neurology Patients 
Validated by Lactate Challenge 


Johnna L. Russell, M.D., Matt G. Kushner, M.A., 
Bernard D. Beitman, M.D., and Kim M. Bartels, B.S. 


Objective: Nonfearful panic disorder meets the DSM-III-R criteria for panic disorder but 
is not associated with subjective fear and anxiety. The authors determined its prevalence in 
a group of neurology patients and assessed its diagnostic validity as a panic disorder subtype 
by evaluating the response of the patients with nonfearful panic disorder to sodium lactate 
and antipanic pharmacotherapy. Method: The subjects were all neurology patients referred 
over 1 year to a university hospital’s psychiatric consultation service because of negative 
medical workups for their symptoms (N=48). Patients who met the DSM-III-R criteria for 
panic disorder but did not report subjective anxiety or fear during panic episodes were 
diagnosed as having nonfearful panic disorder. Afterward, each of those patients received a 
sodium lactate infusion and, 5 hours later, a sodium chloride infusion. They were then 
treated with antipanic medication and followed for at least 6 months. Results: Of the 48 
neurology patients referred for psychiatric evaluation, 11 (23%) met the criteria for panic 
disorder, and all 11 met the criteria for nonfearful panic disorder. All 11 responded positively 
to lactate but not to placebo, and they each experienced an at least 75% reduction in 
symptoms during the 6-month follow-up period. Detailed -case reports of three of these 
patients are presented. Conclusions: These findings support the construct and predictive 
diagnostic validity of nonfearful panic disorder as a subtype of panic discrder and suggest 
that a lack of attention to this group leads to both the underestimation of the prevalence of 
panic disorder and to the withholding of potentially successful treatments for this group. 


(Am J Psychiatry 1991; 148:361-364) 


N A any early descriptions of panic anxiety did not 

include reports of subjective fear. Freud (1) not- 
ed that panic anxiety could become associated with a 
disturbance of one or more of the bodily functions 
such that the patient “complains of ‘spasms of the 
heart,’ ‘difficulty breathing,’ and such like; in his de- 
scription, the feeling of anxiety often recedes into the 
background” (p. 86). Similarly, panic-like syndromes 
(e.g., “Da Costa’s syndrome,” “‘neurocirculatory as- 
thenia,” “irritable heart syndrome,” and “effort syn- 
drome”) were described by early physicians in terms of 
somatic symptoms without reference to subjective fear 
(2). 
Although early descriptions did not focus on subjec- 
tive fear as an essential element of the panic anxiety 
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syndrome, DSM-III established fear as a central fea- 
ture of the panic disorder diagnosis. According to 
DSM-III-R, however, individuals who experience 
panic attacks without self-reported fear can technically 
be given the diagnosis of panic disorder. Specifically, 
whereas DSM-III required a report cf episodes involv- 
ing intense “fear” or “apprehension” before question- 
ing concerning panic disorder should continue, DSM- 
III-R requires reports of episodes of intense “fear” or 
“discomfort.” This change broadened the range of in- 
dividuals to whom the diagnosis of panic disorder ap- 
plies to include those who do not report subjective 
anxiety accompanying their attacks (“‘nonfearful panic 
disorder”). 

The existence of individuals who experience panic- 
attack-like episodes that do not include self-reperted 
fear or anxiety is now well documented (the relevant 
literature was reviewed by M.G. Kusiner et al. in their 
report to the DSM-IV anxiety task force in 1990). For 
example, in two groups or cardiology patients, Beit- 
man et al. (3, 4) found that 31.6% and 40.0%, respec- 
tively, of those meeting the DSM-III-R criteria for 
panic disorder reported attacks that included discom- 
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fort and somatic symptoms in the absence of subjective 
fear. Katon et al. (5’ found that in addition to the 
13.3% of their primary care patients who met the 
DSM-III criteria for the diagnosis of panic disorder 
(which excludes nontearful panic disorder), another 
2.6% of the patients met the full DSM-III panic crite- 
ria except that their attacks involved somatic panic 
symptoms in the absence of self-reported fear (i.e., 
nonfearful panic disorder). Rachman et al. (6) found 
that approximately 33% of their 20 panic disorder 
patients reported panic attacks in the absence of any 
fear-related cognitions (“‘non-cognitive panic”). 

Although nonfearful panic disorder has been sys- 
tematically assessed in medical patients only in cardi- 
ology and primary care settings, several case reports 
(7, 8) have documented panic attacks without fear in 
neurology and gastroenterology patients, who were 
described as experiencing ‘‘alexithymic panic disor- 
der” or “masked anxiety.” Thus, one purpose of our 
study was to systematically determine the prevalence 
cf nonfearful panic disorder in a group of neurology 
patients. 

Beyond documenting the presence of nonfearful 
panic disorder in var-ous populations, it is important 
to address the nosological validity of nonfearful panic 
Cisorder as a subdiagnosis of panic disorder. Even 
though DSM-III-R technically allows for the inclusion 
cf patients with nonZearful panic disorder under the 
heading of panic discrder, to our knowledge virtually 
no empirical evidence concerning the diagnostic valid- 
ity of nonfearful panic disorder as an anxiety disorder 
has been reported in the literature (M.G. Kushner et 
al.). To confirm predictive validity, for instance, it is 
necessary to demonstrate that the response of patients 
with nonfearful panic disorder to antipanic medica- 
tions is similar to the response of other panic patients. 
Also, tests of the construct validity of nonfearful panic 
disorder as an anxiety disorder have not been con- 
ducted with patients who have nonfearful panic disor- 
der. For example, because sensitivity to lactate is thought 
to be a marker for panic disorder (9), determining 
whether patients with nonfearful panic disorder are 
also lactate sensitive may be one way of determining 
the construct validity of this diagnosis. Thus, a second 
purpose of this study was to assess the response of 
patients with nonfearful panic disorder to both sodium 
lactate challenge and antipanic pharmacotherapy. 


METHOD 


Over 1 year we screened all neurology patients re- 
ferred to a university hospital’s psychiatric consulta- 
tion service for evaluation because of negative medical 
workups for their symptoms; all 48 patients gave in- 
formed consent for this study. On the basis of a diag- 
nostic interview following the format of the Structured 
Clinical Interview for DSM-III (SCID) (10), one of us 
‘].L.R.) classified pa-ients as having nonfearful panic 
disorder if they met the DSM-III-R criteria for panic 
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disorder but did not report having subjective anxiety 
or fear during panic episodes (i.e., they denied episodes 
that involved fear in any way and specifically denied 
fear of dying, fear of going crazy, and fear of losing 
control). 

After the diagnostic interview, one of us (J.L.R.) 
challenged the patients who met the criteria for non- 
fearful panic disorder with a 0.5-M sodium lactate in- 
fusion and a 5% dextrose with 0.5-N sodium chloride 
(placebo) infusion. The lactate and placebo were in- 
fused approximately 5 hours apart, and a research as- 
sistant ensured that the order of administration was 
random and unknown to both the administrator and 
the patient (i.e., double-blind). The patients were said 
to have responded positively to the lactate if they later 
reported that during the lactate infusion (but not the 
placebo infusion) they had experienced either 1) a re- 
currence of the symptoms that originally led them to 
seek treatment or 2) a classic panic attack that in- 
volved fear. (We used a clinical measure because of the 
patients’ difficulty in communicating during lactate in- 
fusion.) Patients whose symptoms persisted longer 
than 5 minutes after discontinuation of the lactate in- 
fusion were administered 1 mg of lorazepam intrave- 
nously. Finally, all patients with nonfearful panic cis- 
order were treated with an antipanic medication after 
the lactate procedure and were then followed over a 
minimum of 6 months. 


RESULTS 


Of the 48 neurology patients who were referred for 
psychiatric evaluation, 11 (23%) met the criteria for 
panic disorder, and all of these 11 met the criteria for 
nonfearful panic disorder. Four of these 11 complained 
primarily of “dizzy” spells, three complained of “pseu- 
doseizures” (or falls with movement), two complained 
of syncope (with claimed loss of consciousness), one 
complained of “‘vertigo” spells, and one complainec of 
parasthesias. 

All 11 patients with nonfearful panic disorder re- 
sponded positively to lactate but not to the placebo 
infusion. The responses to lactate of eight patients in- 
cluded the same cluster of symptoms that led them to 
seek neurological evaluation (i.e., they did not report 
fear), although three patients responded with classic 
panic attacks (i.e., they did report fear). The patients 
who experienced fear indicated that this aspect’ of the 
attack was significantly different from their usual epi- 
sodes. All 11 patients with nonfearful panic disorder 
required lorazepam, 1 mg i.v., to terminate their in- 
duced episodes. 

In addition to responding positively to lactate infu- 
sion, all 11 of the patients with nonfearful panic dis- 
order responded positively to treatment with antipanic 
medication (clonazepam or imipramine), i.e., they ex- 
perienced an at least 75% reduction in symptoms cver 
the 6-month follow-up period. 
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Case 1. Mr. A, a 57-year-old white factory worker, was 
referred by his neurologist after he had been seen many times 
in the emergency room and by his internist for complaints of 
“vertigo.” He had a 6-month history of recurrent dizzy 
spells; he said: that during these spells the room seemed to 
spin around him. Mr. A was evaluated extensively by the 
neurology department and the ear, nose, and throat depart- 
ment. The examinations included electronystagmogram, 
MRI, somatosensory and auditory evoked potentials, heavy 
metal screen, lumbar puncture, thyroid function tests, and 
folate and B,, measurements. No cause for the disturbance 
was found. A 24-hour EEG and Holter monitor ECG 
showed no evidence of seizure episodes or cardiac dysrhyth- 
mia, in spite of Mr. A’s report of a dizzy spell during mon- 
itoring. He was referred to the psychiatry department be- 
cause a diagnosis of “conversion disorder” was considered. 
When seen in consultation, Mr. A did not appear depressed, 
but he described increasing constriction of his life to avoid 
these attacks, which he said occurred primarily when he was 
going to work, to shopping malls, or to the grocery store. In 
addition to the dizziness, he reported that during the attacks 
his heart pounded and he sometimes felt as though he were 
floating out of his body, but he specifically denied any feel- 
ings of anxiety or nervousness. Mr. A had been given a trial 
of meclizine and various phenothiazines, but they had not 
relieved his symptoms at all. A sodium lactate infusion was 
carried out in the double-blind fashion described earlier. 
During the lactate infusion Mr. A experienced a recurrence 
of his “dizzy spells,” which were accompanied by rotatory 
sensations and other autonomic panic symptoms. These 
symptoms were alleviated almost immediately by injection of 
1 mg of lorazepam. Mr. A was placed on a regimen of imip- 
ramine, 50 mg h.s., and the dose was increased over 6 weeks 
to 250 mg/day. He experienced marked symptomatic relief 
and was free of symptoms at the 6-month follow-up. 


Case 2. Ms. B, a 34-year-old teacher, developed periodic 
severe parasthesias in her hands and legs in a stocking-glove 
distribution. The parasthesias in her legs tended, over 10-15 
minutes, to march in a cephalad direction and to end with a 
burning sensation in her pelvis. Ms. B had been seen by 
neurologists, gynecologists, and an internist, and no etiology 
for her symptoms had been discovered. A hysterectomy did 
not relieve the recurrent pain. She experienced some initial 
insomnia and intermittent anorexia, and the onset of symp- 
toms coincided with the revelation by her husband of 17 
years that he had been having an extramarital affair and 
desired a divorce. The workup for Ms. B included a CT scan, 
multiple neurologic examinations, a heavy metal screen, a 
glucose tolerance test, a lumbar puncture, an MRI, and mea- 
surement of B42, folate, antinuclear antibodies, and evoked 
potentials. All results were normal. A local neurologist had 
prescribed thioridazine, which resulted in exacerbation of 
Ms. B’s symptoms. (One study has found that phenothi- 
azines can exacerbate panic attacks [11].) Ms. B was referred 
for psychiatric evaluation with the diagnosis of “hysteria.” 

Upon referral Ms. B appeared mildly depressed, although 
she denied feeling this way and did not meet the criteria for 
major depression. She communicated concerns about trying 
to manage her life and support two children with her salary 
from teaching school. Her mother had a history of “nervous 
asthma” spells. After the double-blind lactate infusion, Ms. B 
indicated that her parasthesias and other autonomic panic 
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symptoms had been reproduced. She was given phenelzine, 
15 mg b.i.d., and the dose was increased tc a total of 60 
mg/day, resulting in relief of her symptoms. Ste remained in 
psychotherapy and pharmacotherepy end hed experienced 
marked remission of her symptoms at the 6-month follow-up 
evaluation. 


Case 3. Dr. C, a 31-year-old surgeon, was -eferred by his 
neurologist because of attacks of near syncope, during which 
he felt as though he were going to lose consciousness, al- 
though he reported no episodes that involved actual loss of 
consciousness or falling. These attacks had Leen occurring 
for 6 months, chiefly when he was beginning vascular oper- 
ations. Dr. C had no prior psychiatric history znd stated that 
he did not feel he needed psychiatric consultazion, although 
he admitted to increased stress at work after the loss of his 
new partner approximately 10 months earlier. He also re- 
lated having lost a patient in surgery for the frst time in his 
career approximately 8 months before the eveluation and 1 
month before the onset of his recurrent episoces. His family 
history included depression and anxiety attacks in his 
“whiny, worthless mother,” who had “deserted” his surgeon 
father when Dr. C was 10 years old. He des=ribed himself 
and his father as perfectionists. His father had died in surgery 
about 1 year before Dr. C entered medical scaool. 

Dr. C stated that during his episodes he “elt as though 
“lights were going to go out” and he had difficulty breathing 
and perspired heavily. He said that he did rot experience 
anxiety during the episodes, although he waz beginning to 
feel worried when entering the operating roorr. about having 
another attack and had cut back on his opereting schedule. 
Dr. C denied symptoms of major depressior, although he 
appeared mildly depressed at the time cf the -nterview. 

Previous Holter monitoring, coronary artery study, CT 
scan, lumbar puncture, MRI, thyroid function tests, and B42 
and folate measurements had yielded normal results. Dou- 
ble-blind lactate infusion resulted in replication of Dz. C’s 
presenting symptoms. He was placed on a regimen of imip- 
ramine, 75 mg h.s., and experienced relief of his symptoms 
with a dose of 150 mg h.s. At 5-month follow-up, he was free 
of symptoms. 


DISCUSSION 


We found that 23% of reurology patients with neg- 
ative medical workups who were referred for psychi- 
atric consultation met criteria for nonfear-ul panic dis- 
order. Because a diagnosis of nonfearful panic disorder 
is not typically considered for such pacients (M.G. 
Kushner et al.), our results indicate tha: panic may 
be substantially underdiagnosed in such groups. The 
clinical importance of these fincings is hizhlighted by 
the positive response of our patients wita nonfearful 
panic disorder to standard pharmacotherepy for panic 
disorder. 

Furthermore, our finding that patients with nonfear- 
ful panic disorder are sensitive to lactate and respond 
to antipanic medication provides qualifiec support for 
the predictive and construct validity ož nonfearful 
panic disorder as a bona fide panic disorder subtype. 
That is, this study provides the first systematic data 
that associate nonfearful panic disorder with conven- 
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tional panic discrder beyond the level of descriptive 
symptoms. Thus, we believe that increased attention to 
nonfearful panic disorder in the construction of future 
nosological systems is warranted. 

Our patients denied having fearful ideation during 
their attacks, raising the question of what can account 
for these atypical symptoms? First, because we can not 
know what patients actually experience during panic 
attacks, self-report measures are inherently limited. 
Many people are poor witnesses of their own emo- 
tional experiences (121. Also, studies suggest that there 
are idiosyncratic and cultural differences in how indi- 
viduals construe and report the symptoms of highly 
similar syndromes (12). Aside from the limitations of 
self-reporting, it may be important to consider patients’ 
possible motivations for denying cognitive panic symp- 
toms. For example, nonfearful panic disorder may in- 
volve reporting biases influenced by stoicism, shame 
over having “mental” (versus ‘“‘physical”) symptoms, 
and potential secondary gains associated with a ‘“‘phys- 
ical” but not a “mental” problem. Our clinical impres- 
sion is that our patients were heterogeneous with re- 
spect to these characteristics. 

In spite of the factors just mentioned, this study 
must be interpreted within the context of its methods. 
For example, although lactate was infused in a double- 
blind fashion, administration of antipanic medication 
was not blind, and thus posizive responses to treatment 
could have been due to an uncontrolled placebo effect 
or a clinical bias. Perkaps of greater concern, the cases 
presented in this report do not rule out the possibility 
that neurology patients, in general, tend to be sensitive 
to lactate. That is, even if a positive response to lactate 
is a highly sensitive index of nonfearful panic disorder 
(a conclusion consistent with the cases we report), it is 
important to demonstrate that such a response is also 
a specific index of nor fearful panic disorder. However, 
studies showing that responsiveness to lactate is both 
sensitive and specific in panic (9) buttress our conclu- 
sion that nonfearful panic disorder is a valid panic 
subtype and that response to lactate is specific in this 
panic subtype. 

The 100% response to the lactate challenge, al- 
though not contrary to study predictions, was higher 
than expected on the basis cf previous studies (9). One 
possible explanation for this result is the small number 
of patients (N=11). For example, we studied 30 pa- 
tients with chest pain who had nonfearful panic disor- 
der and found that 87% responded to lactate (unpub- 
lished data). Therefore, a larger group might show 
greater variation in response to lactate infusion. 

Alternatively, the higher than expected sensitivity of 
patients with nonfearful panic disorder to lactate 
might be a function of our methods. For example, if 
panic response had been objectively (versus clinically) 


defined and blindly assessed in the presence of a con- 
trol group, fewer positive responses might have, been 
found. Future studies should address these methodo- 
logical concerns. 

To conclude, accumulating evidence suggests that 
patients with nonfearful panic disorder represent a 
nontrivial group of difficult-to-diagnose medical pa- 
tients for whom medical workups are negative. Meth- 
odological limitations notwithstanding, these findings 
suggest that, in addition to cardiology (3, 4) and pri- 
mary care (5) patients, patients seen in neurology set- 
tings may also have noteworthy prevalences of non- 
fearful panic disorder. Positive responses to lactate by 
these patients lend substantial credence to the nosolcg- 
ical validity of nonfearful panic disorder as a panic 
disorder subdiagnosis. Perhaps of greater significance, 
the finding that these patients respond to antipanic 
medications suggests that it is clinically prudent to 
consider nonfearful panic disorder when assessing psy- 
chiatric problems in medical populations. 
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Characteristics of 60 Adult Chronic Hair Pullers 


Gary A. Christenson, M.D., Thomas B. Mackenzie, M.D., 
and James E. Mitchell, M.D. 


Objective: This study was constructed to detail the demographic and phenomenologizal 
features of chronic hair pullers as well as to assess psychiatric comorbidity in a sizable study 
group. Method: Subjects were drawn from an outpatient population of chronic hair pullzrs 
who had been referred to a trichotillomania clinic or had responded to a newspaper adv2r- 
tisement announcing a treatment study of adults who pull out their hair. Sixty adult chrozic 
hair pullers completed a semistructured interview that focused on their hair-pulling bebav.or 
and demographic characteristics and that incorporated screening questions for DSM-III-R 
axis I disorders. The data were tabulated to derive a comprehensive picture of this grorp. 
Results: The typical subject was a 34-year-old woman who had pulled hair from two or more 
sites for 21 years. All subjects described either tension before or relieflgratification after 
pulling hair from the primary site, but 17% (N=10) failed to describe both of these char- 
acteristics and thus failed to fulfill the DSM-III-R criteria for trichotillomania. Forty-n-ne 
subjects (82%) qualified for past or current axis I diagnoses other than trichotillomanda. 
Several characteristics of the study group suggested phenomenological differences between 
obsessive-compulsive disorder and trichotillomania. Conclusions: Adult trichotillomania is a 
chronic disorder, frequently involving multiple hair sites, and is associated with high rates of 
psychiatric comorbidity. Its relation to obsessive-compulsive disorder requires further clar- 
ification. The tension-reduction requirement in DSM-III-R for the diagnosis of trichotifo- 





mania may be overly restrictive. 
(Am J Psychiatry 1991; 148:365-370) 


“ii richotillomania, a disorder characterized by fail- 
ure to resist impulses to pull out one’s hair, was_ 
first described by Hallopeau a century ago (1). Al- 
though trichotillomania is recognized as a distinct psy- 
chiatric disorder classified in DSM-III-R under im- 
pulse control disorders, most references to it are 
limited to case reports and descriptions of small series 
of patients. Larger studies have had sample sizes of 16 
(2), 19 (3), 21 (4), 26 (5), and 34 (6). One report in the 
dermatological literature retrospectively characterized 
145 patients, but without reference to psychiatric de- 
scriptors (7). 

Trichotillomania has been described as a chronic 
condition (3, 6), primarily affecting females (3, 4, 7), 
with onset usually occurring in early childhood or ad- 
olescence (3, 7, 8). Some authors have discounted the 
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usual chronic nature of the disorder, however, and in- 
stead characterize the cordition as frequently benign 
and often remitting after a brief course wiza or wichout 
treatment (7). 

A fragmented clinical picture of trichotillomania can 
be constructed from descriptions in the literature of 
patterns of hair pulling, associated behaviors, and co- 
morbidity with other psychiatric disorders (2—4, 
6-13); however, few of these variables have been stud- 
ied together in a single large group of subjects. The 
purpose of the present study was to construct a de- 
tailed demographic and phenomenological picture of 
chronic hair pullers and to assess psychiatric comor- 
bidity by using a semistructured clinical iaterview in a 
single sizable study group. 


METHOD 


Subjects were drawn from two sources: patients re- 
ferred to the trichotillomania clinic at the University of 
Minnesota for evaluation and persons responding to 
newspaper advertisements announcing an 18-week 
treatment study of adults who pull out their hair. 
There were no statistical differences between partici- 
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pants drawn from the two sources in age, gender, age 
at onset of hair pulling, and primary hair site involved. 
Subjects 18 years of age or older who completed the 
Minnesota Trichotillomania Assessment Inventory, a 
90-minute semistructured instrument (available from 
the first author on request), constituted the study 
group. Persons under age 18 were excluded from the 
investigation because one source, newspaper recruit- 
ment, limited potential subjects to adults, as specified 
by the treatment study protocol. The trichotillomania 
inventory focused on the characteristics of hair-pulling 
behavior and the demographic characteristics of the 
subjects, as well as on the presence of other repetitive 
behaviors; it also incorporated screening questions for 
DSM-III-R axis I disorders. When screening questions 
suggested the presence or history of a psychiatric dis- 
order, more detailed questioning aside from the Min- 
nesota Trichotillomania Assessment Inventory format 
was pursued until a diagnosis was accepted or rejected 
according to DSM-III-R criteria. All subjects were seen 
between December 1988 and January 1990 and inter- 
viewed by one interviewer (G.A.C.), a senior psychia- 
try resident who was not blind to the subjects’ histories 
of hair pulling. 

Sixty-seven potential subjects were identified. Seven 
did not meet the inclusion criteria: two were under 18 
years of age, and five were interviewed before the de- 
velopment of the trichotillomania inventory. Of the 
remaining 60 subjects, 34 had responded to the news- 
paper advertisement and 26 had been referred to the 
trichotillomania clinic. 


RESULTS 


Fifty-six female and four male hair pullers were 
studied. The age of the subjects at the time of presen- 
tation ranged from 18 to 61 years (meant+SD=34+8, 
median=33). The sample included 55 white, two 
black, two Native American, and one Mexican-Amer- 
ican subjects. Twenty-seven (45%) of the subjects were 
married, 21 (35%) were single, nine (15%) were di- 
vorced, two (3%) were separated, and one (2%) was 
© widowed, Seven (12%) had a high school education or 
a General Equivalency Diploma, 19 (32%) had some 
college or trade school education, two (3%) had com- 
pleted trade school, 26 (43%) had college degrees, and 
three (5%) had obtained graduate degrees. 

The reported age at onset of hair pulling varied from 
less than 1 year (hair pulling had been present by age 
1, as reported to the subject by her mother) to 39 years 
(figure 1); the mean+SD age at onset was 1348 years 
(median=12); the mean duration of hair pulling was 
21+10 years. Only three subjects (5%) had begun to 
pull out hair in response to a skin or scalp disease, with 
this behavior continuing unrelated to these conditions. 
Only one subject recalled a history of scalp trauma 
that coincided with the development of hair pulling. 

Twenty-three subjects pulled hair from a single site 
throughout the course of their illness. Of 37 subjects 
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FIGURE 1. Age at Onset of Hair Pulling in 60 Subjects 


25 


NUMBER OF SUBJECTS 





05 610 1115 1620 2125 230 36-40 
AGE OF ONSET (YEARS) 


who pulled hair from more than one site, 32 added 
sites as the condition continued. Eight of these subjects 
began by pulling out scalp hair, 15 by pulling out eye- 
lash hair, and six by pulling out hair from multiple 
sites at once. The mean+SD interval between the onset 
of hair pulling from one or several sites and the onset 
of hair pulling trom an additional site or sites was 8+8 
years (median=5, range=1—35). Few subjects stopped 
pulling hair from any site once this had become a reg- 
ular pattern. Occasionally, hair pulling had occurred 
briefly in early childhood followed by an absence of 
hair pulling until the teen years, when it recurred and 
continued on a chronic course. 


Clinical Characteristics 


Forty (67%) of the subjects pulled hair primarily 
from the scalp; 13 (22%) pulled primarily eyelashes, 
five (8%) primarily eyebrows, one (2%) primarily fa- 
cial hair, and one (2%) primarily pubic hair. 

Twenty-three (38%) pulled hair from one site only. 
Thirty-seven (62%) pulled hair from two or more, 20 
(33%) from three or more, and six (10%) from four or 
more. Table 1 details the number of subjects who re- 
ported pulling hair from specific sites at some time 
during the course of their disorder. Forty (89%) of the 
45 scalp hair pullers reported pulling some hair from 
the vertex of the scalp, 31 (69%) from the temporo- 
parietal scalp, 26 (58%) from the occipital scalp, and 
27 (60%) from the frontal scalp. Although they were 
not routinely asked, five (8%) of the 60 subjects re- 
ported having pulled hair from a child’s scalp or eye- 
lashes, and two (3%) had pulled hair at some time 
from a spouse or significant other. 

Severity of hair loss varied from minimal but visible 
hair thinning to nearly total depilation of involved 
sites. The majority of subjects disguised their loss well, 
usually by styling their hair or by applying makeup to 
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TABLE 1. Sites From Which 60 Subjects Pulled Hair 


Site N % 


Scalp 45 75 
Eyelashes - 32 53 
Eyebrows 25 42 
Pubic area 10 17 
Beard/face 6 10 
Mustache 4 7 
Arm 6 10 
Leg 4 7 
Chest 2 3 
Abdomen 1 2 


eyelashes or eyebrows so that the hair loss would not 
be noticeable to the casual observer. Several scalp hair 
pullers required wigs. 

Thirty-six (60%) of the subjects reported an asym- 
metrical pattern of hair pulling with predominant 
right- or left-side hair loss, whereas 24 (40%) pulled 
out hair in a symmetrical pattern. Fifty-two (87%) of 
the subjects were right-handed, and eight (13%) were 
left-handed. Twenty-six subjects reported the hand 
with which they pulled their hair out; 10 (38%) of 
these subjects pulled with the dominant hand, 10 
(38%) pulled with the nondominant hand, and six 
(23%) pulled equally with both hands. 

Subjects who primarily pulled out scalp hair re- 
ported a mean+SD of 27430 (median=16) episodes 
of hair pulling per week. Those who primarily pulled 
out eyelash hair reported 15+17 (median=7) episodes 
per week (one subject reported 385 episodes per week 
and was excluded from determination of mean and 
median). 

Forty-one (68%) of the subjects pulled out single 
hairs only, whereas three (5%) reported pulling out 
only groups or tufts of hair. Sixteen (27%) pulled out 
a combination of single hairs and groups of hair. Six- 
teen subjects (27%) pulled out only short or early- 
growth hair, seven (12%) pulled out only full-length 
hair, and 37 (62%) pulled out a combination. Thirty- 
four (57%) of the subjects volunteered that hairs per- 
ceived as coarse or thick were more likely to be pulled 
out than hairs without such qualities. 

All subjects used their fingers to pull out hair, and 26 
(43%) also reported having used tweezers at some time 
to remove hair for other than cosmetic reasons. One 
patient rubbed hair off in addition to pulling it out, 
and another frequently used scissors to cut hair short 
in addition to the hair pulling. 

Eigat subjects (13%) reported pruritus in the area of 
hair pulling but denied that the pruritus was related to 
the hzir pulling; five (8%) of the subjects reported that 
hair pulling was usually initiated in response to pruri- 
tus. One additional subject reported a history of pru- 
ritus leading to hair pulling, which had since resolved. 
Six subjects (10%) reported that pruritus occurred as a 
result of hair pulling. 

Seventeen (28%) of the subjects usually experienced 
pain when pulling out hair. An additional two (3%) 
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described pain only in association with pulling trom 
certain sites (i.e., eyelashes, beard). Forty-cne (68%) of 
the subjects denied that hair pulling was painful, al- 
though for two of these, hair pulling had been painful 
in the past. 

Twenty-nine (48%) of the subjects reported at least 
one of several oral behaviors associated with hair pull- 
ing. Fifteen (25%) rubbec hair around their mouths 
after pulling it out, whereas five (8%) licked and six 
(10%) ate their hair. Twenty (33%) chewed or bit off 
the ends of hair. No subjects reported a history of 
abdominal symptoms or trichobezcars as a result of 
hair ingestion, although one reported noticing hair in 
her stool. 

Fifty-seven (95%) of the subjects reported an in- 
creasing sense of tension before pulling cut their hair 
(criterion B for DSM-III-R trichotillomamia), and 53 
(88%) reported gratification or a sense of relief after 
pulling out their hair (criterion C for DSM-III-R tri- 
chotillomania); all subjects acknowledged at least one 
of these two characteristics. Ten subjects 117%), there- 
fore, did not satisfy the DSM-III-R criteria for a diag- 
nosis of trichotillomania. Interestingly, o€ the 37 sub- 
jects who pulled hair from multiple sites, 13 (35%) 
experienced mounting tension only wher pulling hair 
from certain sites. Similerly, 16 (43%) experienced 
gratification after pulling hair from only s>me sites; for 
example, those who primarily pulled oat scalp hair 
often described mounting tension and relief associated 
with doing this but frequently denied hav-ng these feel- 
ings when pulling out eyelash, eyeb-ow, or pubic hair. 
Several subjects described increased gratification associ- 
ated with removal of specific hair types suca as gray hair, 
coarse hair, or hair with inzact roots. All subjects viewed 
their hair pulling as excessive or unusual behavior. 

Nine (15%) of the subjects said that -heir focus of 
attention was primarily on hair pulling when it oc- 
curred, Three (5%) reported that hair pulling always 
occurred without their full awareness, and 48 (80%) 
reported a combination varying betweea full and in- 
complete awareness. Twenty-six subjects (43%) de- 
scribed episodes of hair pulling that woald starz with 
incomplete awareness and then develop into full 
awareness, although this pattern was -outinely in- 
quired about only after we had had som: initial expe- 
rience with this kind of report. 

Fifty-nine (98%) of the 60 subjects actively at- 
tempted to resist hair pulling, often apslying a wide 
range of techniques (table 2). Fifty-two 187%) of the 
subjects attempted to disguise hair ‘oss. Cf the 45 who 
pulled out scalp hair, 15 (29%) had worn wigs, 16 
(36%) had worn scarves or hats, and 23 (51%) had 
styled their hair in attempts to hide balc spots or hair 
thinning. Of the 32 subjects who pulled out eyelashes, 
11 (34%) had tried wearing false eyelashes. Four 
(11%) of the 35 subjects who pulled out eyelash 
and/or eyebrow hair wore eyeglasses to zide hair loss, 
and 24 (69%) had used makeup for this purpose. 

Hair pulling frequently occurred while subjects were 
engaged in sedentary activities. Forty-three (72%) of 
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TABLE 2. Methods Used by 60 Subjects in Attempts to Resist 
Fair Pulling 


Method 


N 
Barrier on head 20 
Change in activities 13 
Keeping hands occupied 12 
Wearing mittens/gloves 12 
Sitting on hands 9 
Taping fingers together 5 
Altering fingernails 5 
Hiding tweezers 4 
Chewing gum 3 
Petroleum jelly on handsshair 3 


the subjects pulled hair while watching television, 40 
(67%) while reading, 30 (50%) while talking on the 
telephone, 24 (40%} while lying in bed, 22 (37%) 
while driving, and 15 (25%) while writing or doing 
paperwork. Thirty-two (53%) of the subjects pulled 
out hair only when they were alone, 15 (25%) pulled 
out hair only when they were alone or with their im- 
mediate families, and 13 (22%) pulled out hair in the 
presence of persons other than family members; how- 
ever, all subjects pulled out hair primarily while they 
were alone. 

Fifty-six subjects reported diurnal variation in hair 
pulling, worse in the evening for 53 (95%) and worse 
in the morning for three (5%). Eleven (20%) of the 56 
female subjects reported increased hair pulling pre- 
menstrually; one subject pulled out hair only in the 
premenstrual period. 

Two subjects (3%) described histories of self-in- 
flicted burns, and three subjects (5%) had histories of 
self-cutting. No subjects had engaged in self-choking. 
Two subjects (3%) had histories of repetitively hitting 
themselves, and one of these had produced other inju- 
ries (placed her hand in a blender, dropped a storage 
trunk lid on her hand) to gain attention from her parents. 

Subjects were routinely asked whether nail biting, 
knuckle cracking, nose picking, thumb sucking, tongue 
chewing, cheek chewing, lip biting, head banging, 
body rocking, scab picking, and picking at acne were 
frequent problematic behaviors either currently or in 
the past. Fifty-one (85%) of the subjects reported his- 
tories of one of these behaviors. The prevalence of 
these specific habits compared to the prevalence in a 
centrol group will be reported in a separate paper. 


Comorbidity 


Table 3 summarizes comorbidity results for the 
DSM-III-R axis I disorders that were routinely 
screened for. Only 11 (18%) of the subjects did not 
receive diagnoses of current or past axis I disorders 
other than trichozillomania. 

The lifetime prevalence of mood disorders (includ- 
ing one case of schizoaffective disorder) was 65%. 
Fcurteen (23%) of the subjects met the criteria for 
current major depression and nineteen (32%) for a 
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TABLE 3. Lifetime Prevalence of Psychiatric Disorders in 60 Sub- 
jects Who Were Chronic Hair Pullers 


Diagnosis N % 


Trichotillomania 50 83 
Mood disorders ' $ 
Major depression 33 5 
Dysthymia 5$ 
Bipolar disorder 0 
Bipolar disorder not otherwise 
specified 2 
Psychotic disorders 
Schizophrenia 0 
Schizoaffective disorder 1 
Anxiety disorders 
Panic disorder without agoraphobia 4 
Panic disorder with agoraphobia 7 
Agoraphobia 2 
Obsessive-compulsive disorder 9 
6 
5 
9 


ph 
wN N NO w Don 


N ma 
Ny“ 


Generalized anxiety disorder 1 
Social phobia 
Simple phobia i 1 
Eating disorders 
Bulimia nervcsa ` 5 
Anorexia nervosa 0 0 
Eating disorder not otherwise specified 7 
Substance abuse/dependence 


Us 
Næ 


Alcohol 11 18 

Other 10 17 
Other 

History of separation anxiety disorder 4 7 


Tourette’s disorder 0 0 


history of major depression. Two of these subjects 
gave histories of major depression superimposed on 
dysthymia. An additional three subjects were given ci- 
agnoses of dysthymia alone. Two subjects received ci- 
agnoses of bipolar II disorder (bipolar disorder not 
otherwise specified). ` 

A lifetime prevalence of 57% for anxiety disorders was 
noted. Eleven subjects (18%) reported current and/or 
past panic disorder or panic disorder with agoraphobia. 
Six (10%) of the subjects met the criteria for current 
obsessive-compulsive disorder, and three (5%) had his- 
tories of the disorder. Eleven (18%) of the subjects re- 
ported present and/or past obsessions or compulsions 
that were both frequent and ego-dystonic, but they did 
not meet the criteria for the disorder. 

Twelve (20%) of the subjects had current or past 
eating disorders, Substance use disorders were present 
in 13 (22%) of the subjects: abuse of alcohol in 18% 
(N=11), of amphetamines in 5% (N=3), of cannabis 
in 5% (N=3), of cocaine in 3% (N=2), and of hallu- 
cinogens in 3% (N=2). 


DISCUSSION AND CONCLUSIONS 


This study examined the characteristics of a large 
group of adults with chronic hair pulling. The results 
showed that chronic hair pulling most often begins at 
a young age; the average age at onset was in the early 
teens. Most of the subjects in this sample were fema:e 
(the female-to-male ratio was 15:1), supporting the 
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impression from the literature that hair pulling is more 
common in females (3, 4, 7). The magnitude of this 
ratio may have been exaggerated by a number of fac- 
tors. The smaller number of male subjects in the study 
group may reflect a lesser tendency for men to seek 
help for trichotillomania. Hair pulling more frequently 
occurs over the vertex of the scalp, a pattern similar to 
male-pattern baldness, and this may provide a natural 
“disguise” for the male hair puller. Natural balding 
might similarly limit the hair available for pulling in 
this region. One study (6) noted that hair pulling by 
males involved the beard and moustache (only 40% of 
the males pulled out scalp hair), and such a pattern 
might provide an opportunity for males to prevent hair 
pulling by shaving these areas. One of our male sub- 
jects described such behavior. 

Seventeen percent of the subjects denied experienc- 
ing either mounting tension before pulling out hair or 
gratification or relief after pulling out hair and did not 
meet the DSM-III-R criteria for a diagnosis of tri- 
chotillomania. It is interesting that these characteristics 
were often absent for one or more of several hair types 
pulled; perhaps as hair pulling generalizes to involve 
several hair types, the tension-reduction qualities of 
the behavior are reduced or lost. All subjects acknowl- 
edged either tension before or gratification after some 
hair pulling, suggesting that mounting tension or relief 
is important in the maintenance of some of their be- 
havior; however, DSM-III-R’s requirement that both 
must be present for the diagnosis of trichotillomania 
may be overly restrictive. 

It was expected that most subjects would pull out 
hair with the dominant hand. It was surprising, then, 
to find that of the subjects who reported the hand that 
they used to pull hair, equal numbers identified the 
dominant and the nondominant hands. This suggests 
that in a subgroup of hair pullers who use the non- 
dominant hand, hair pulling occurs while the domi- 
nant hand engages in another primary activity, such as 
writing, and may indicate lack of attention to the hair- 
pulling behavior. 

Trichotillomania is associated with other psychiatric 
conditions. Our study sample had a greater lifetime 
prevalence of anxiety, affective, and addictive disor- 
ders -han has been noted in the general population 
(14), as well as frequent comorbid eating disorders. 
The high rate of mood disorders and other disorders in 
the so-called affective spectrum (obsessive-compulsive 
disorder, panic disorder, eating disorders) suggests 
that trichotillomania may be a variant of depression. 
This postulation is, of course, based on information 
obtained from a semistructured interview, which is less 
comprehensive than a structured interview, and it is 
made without a comparison of the subjects to matched 
normal control subjects. The Minnesota Trichotillo- 
mania Assessment Inventory also required that the in- 
terviewer have a working knowledge of DSM-III-R 
diagroses, which were assigned apart from data from 
the instrument. Incorporation of established structured 
interviews such as the Structured Clinical Interview for 
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DSM-III-R (15) in future studies of hair pullers would 
help overcome these limitations. The greater preva- 
lence of psychiatric disorders that we found mav also 
have been an artifact of sampling, as incividuals who 
present to a trichotillomania clinic or for participation 
in a study may be more psychiatrically cisabled; peo- 
ple whose problems are limited to hair pulling may be 
less likely to seek help. 

The high prevalence of other psychia:ric disorders 
raises the question of whether trichctillomania is a sep- 
arate psychiatric disorder or whether it s a symptom 
of other psychiatric illness. The high prevalence of 
other habits in our sample suggests tha: hair pulling 
might represent only one method of tersion relief in 
psychiatrically disabled individuals. Several investiga- 
tors view hair pulling as similar to other rabits such as 
nail biting and thumb sucking i4, 7, 8). Without com- 
parison to control subjects, however, :t is unclear 
whether these habits are associated with -richotilloma- 
nia and psychiatric disability or whether they are com- 
mon in the general population. 

Several investigators have suggested tkat trichotillo- 
mania may be a variant of obsessive-ccmpulsive dis- 
order (13, 16). If this were true, one wzuld expect a 
higher incidence of other obsessions or compulsions in 
persons with trichotillomania, as most patients with 
obsessive-compulsive disorder do not hare just one ob- 
session or compulsion. One study (17) noted that 69% 
of 44 patients with obsessive-compulsive disorder had 
multiple obsessions. Thirty-three percert of our sub- 
jects reported obsessions and/or compulsions, al- 
though only 15% fulfilled the criteria tor current or 
past obsessive-compulsive disorder. Tkis percentage 
is higher than one would expect in the general pop- 
ulation (14) but lower than one might predict if tri- 
chotillomania were a variant of obsessive-compulsive 
disorder. It is unlikely that use of the Minnesota Tri- 
chotillomania Assessment Inventory resulted in under- 
reporting of obsessive-compulsive symptoms, as the 
instrument screened for 10 obsessions and 10 ccmpul- 
sions common in obsessive-compulsive disorder (18). 
The observation that only 15% of the subjects said 
that they are always fully aware of ther hair pulling 
and that it is the primary focus of their attention is 
further indication that trichotillomania is not a form of 
obsessive-compulsive disorder. This lack of full aware- 
ness contrasts with the purposeful qual:ty ascribed to 
compulsions. Finally, an equal ratio oł males to fe- 
males is found in obsessive-compulsive disorder but 
not in trichotillomania. Evidence supporting a connec- 
tion between the two disorders includes the response 
of trichotillomania to treatment with the antiobses- 
sional drugs fluoxetine (13, 19) and clomipramine 
(13). Clomipramine was shown to be superior to de- 
sipramine in a double-blind crossover study (13), sug- 
gesting that clomipramine has a specifiz antitrichotil- 
lomanic effect as opposed to a benefit exclusively due 
to its antidepressive qualities. This observation sug- 
gests that trichotillomania is not merely a variant of 
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affective disorder as its association with other disor- 


ders might indicate. 


Trichotillomania appears to be more common than 


previously expected, as evidenced by the availability of 
a large sample of subjects. In adulthood the disorder 
follows a chronic course, frequently involves multiple 
hair sites, and is associated with high rates of psychi- 
atric comorbidity. Further research into the phenome- 
nology, etiology, and treatment of this disorder is 
indicated. 
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Nortriptyline Treatment of Depressed 
Cardiac Transplant Recipients 


Peter A. Shapiro, M.D. 


The safety of tricyclic antidepressants in cardiac transplant recipients has not been estab- 
lished. The author used nortriptyline to treat major depressive episodes in eight caraiac 
transplant recipients. Nortriptyline therapy was associated with increased QRS interval cnd 
heart rate but did not significantly affect other hemodynamic or ECG variables or cyclo- 
sporine dose requirements. It appears that nortriptyline may be used safely in depressed 


cardiac transplant patients. 
(Am J Psychiatry 1991; 148:371-373) 


P atients who have received heart transplants are re- 
turning to the community. More than 9,100 heart 
transplant operations have been performed in the 
United States, mostly in the last 5 years. Improvements 
in surgical and postsurgical management, especially 
the introduction of the immunosuppressive agent cy- 
closporine in 1980, have led to greatly enhanced sur- 
vival of heart transplant recipients: the 1-year survival 
rate now exceeds 80%, and the 5-year survival rate is 
about 74% (1). The improved survival and increasing 
number of operations performed have led to observa- 
tions of long-term psychiatric sequelae in heart trans- 
plant recipients. These observations have shown that 
affective disorders are highly prevalent in the post- 
transplant lifetime experience of heart recipients (2-5). 
This consistent finding may be attributed in part to the 
side etfects of steroid drugs included in the immuno- 
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suppressive regimen, in part to the stresses associated 
with being a heart transplant patien-, and in part to the 
other vicissitudes of the patients’ lives. I any case, it 
implies a substantial need for safe and effective treat- 
ment. Because of the denervation of the transplanted 
heart, special concerns apply. 

The use of tricyclic antidepressants to treat depres- 
sion is routinely complicated by cardicwascular and 
other side effects. These include anticholinergic effects, 
orthostatic hypotension, and disturbances of cardiac 
conduction. Although early fears that tricyclic drugs 
were arrhythmogenic at therapeutic doses have been 
shown to be erroneous (6), it remains c ear that they 
may prolong conduction through the His-ventricular 
portion of the cardiac conduction system, resulting in 
prolongation of the PR interval, and through the ven- 
tricular conduction system, with potenzial for first-, 
second-, or third-degree atrioventriculez block and 
bundle branch block, dropped beats, or czmplete heart 
block. Similarly, earlier reports that redaction of car- 
diac output and left ventricular ejection fraction may 
be of concern in patients with cardiac fail:re have been 
found to be flawed, and subsequent reports have 


shown that left ventricular function is not impaired by 


tricyclic antidepressants, even in patients with cardiac 
failure. However, orthostatic hypotension is an impor- 
tant clinical problem for heart failure petients treated 
with some tricyclic antidepressants such as imipra- 
mine. The use of nortriptyline has been associated with 
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TABLE 1. Cardiovascular Effects of Nortriptyline in Eight Heart Transplant Patients 


Baseline 
Measure Mean SD 
Heart rate (bpm) 94 10 
Cardiac output (liters/min) 5.96 1.60 
Blood pressure (mm Hg) 
Supine 
Systolic 136 22 
Diastolic 91 13 
Upright 
Systolic 128 25 
Diastolic 97 22 
ECG Intervals (msec) 
PR 148 31 
QRS 91 18 
QT 344 18 
QTc 394 40 


much less risk of substantial orthostatic hypotension 
(7, 8). 

Although some previous reports (2—4) referred to 
treatment of depressec heart transplant recipients, no 
specific information was given. Since cardiac trans- 
plant recipients have no autonomic innervation to 
their new hearts, they are physiologically distinctive, 
lacking both vagal effects, such as slowing of sinus 
nodal rhythm and conduction through the atrioven- 
tricular node, and sympathetic effects, including in- 
creasing heart rate and contractility. The effects of tri- 
cyclics on the denervazed human heart are unknown. 
Because nortriptyline has been reported to cause rela- 
tively little orthostatic hypotension and to be safe for 
use in patients with impaired left ventricular function 
(7), it seemed plausible that it could be used to treat 
depressed heart transplant recipients. This paper re- 
ports the cardiovascular and other pertinent effects of 
nortriptyline in eight keart transplant recipients. 


METHOD 


The Presbyterian Hospital has had an active heart 
transplantation program for the past 10 years. Of the 
360 patients who have received transplants through 
June 1990, 252 survive. In 1989, 87 heart and heart- 
lung transplants were performed. All patients are eval- 
uated by a psychiatrist as part of their preoperative 
evaluation and followed postoperatively while hospi- 
talized. After discharge, patients are seen on an as- 
needed basis by self-reerral or referral from the trans- 
plant service cardiologists. All patients routinely 
undergo periodic righ: heart catheterization and endo- 
myocardial biopsy to monitor signs of organ rejection; 
during the catheterization, cardiac output is deter- 
mined by standard thermodilution techniques. Cyclo- 
sporine dose is titrated frequently, guided by determi- 
nztion of serum level. 

Nine patients have been treated with nortriptyline 
since June 1986. Eight were men. Their mean age at 


During Nortriptyline 
Treatment Paired t Test 

Mean SD t df p 
106 5 —2.69 7 0.03 

5.49 1.70 1.40 6 0.21 
139 21 —0.37 7 0.73 
101 19 41.73 6 0.12 
131 31 —0.23 3 0.85 
101 24 —0.33 3 0.76 
144 26 0.26 6 0.804 
108 18 —4.07 6 0.007 
319 30 1.81 6 0.120 
436 50 —1.09 4 0.339 


the time of transplantation was 45 years (range=2€— 
60). Six were white, two Hispanic, and one black. For 
five patients the original cardiac diagnosis was ischemic 
heart disease due to atherosclerotic coronary artery dis- 
ease; four patients had the diagnosis of cardiomyopathy. 
One patient had a pretransplant history of major depres- 
sive disorder. For all nine, the indication for antidepres- 
sant treatment was a major depressive episode meeting 
DSM-III criteria. The patients began nortriptyline ther- 
apy 2-18 months after transplantation. 

One patient complained of intolerable sedation cn 
only 25 mg/day of nortriptyline, requiring terminaticn 
of the drug trial, despite a low blood level of the drug. 
The other eight patients all achieved a blood level of 
50-150 ng/ml. The mean nortriptyline level achieved 
was 95 ng/dl (range= 56-131). The mean nortriptyline 
dose was 96 mg/day (range=40-—200). Seven of the 
patients showed clinical improvement; one patient, 
whose treatment occurred while critically ill, died of 
sepsis without obtaining a clear-cut antidepressant ef- 
fect. The results’ presented later in the paper pertain to 
the eight patients for whom therapeutic blood levels of 
nortriptyline were obtained. 

The following measures were routinely obtained se- 
rially throughout the treatment of the patients given 
nortriptyline: ECG, heart rate, systolic blood pressure 
and diastolic blood pressure while supine or sitting and 
while standing, and serum nortriptyline level. 

Values obtained at baseline and after a therapeutic 
nortriptyline level (9) was obtained were compared by 
using paired t tests (two-tailed) to determine the effect 
of nortriptyline treatment on cardiovascular function 
and cyclosporine therapy. 


RESULTS 


The cardiovascular effects of nortriptyline on the 
eight transplant recipients are summarized in table 1. 
There were no significant effects on blood pressure, 
and no patient developed orthostatic hypotension. The 
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patients’ mean heart rate and their mean QRS interval 
increased significantly (see table 1). Changes in the PR, 
QT, and QTc intervals, however, were not significant. 
Two patients developed intraventricular conduction 
delay or incomplete right bundle branch block pattern, 
but no patient developed even first-degree atrioventric- 
ular block. All of the cardiovascular effects observed 
were well tolerated and regarded by the cardiologists 
as of no clinical significance. 

Cyclosporine levels were held in a therapeutic range 
by frequent dose adjustment according to blood level 
determinations. Cyclosporine levels fell by 8% from a 
baseline mean of 216+124 ng/dl to 198 +67 ng/dl dur- 
ing nortriptyline therapy (t=0.37, df=7, p=0.725). 
The cyclosporine doses, however, fell by 35%, from a 
baseline mean requirement of 638+312 mg/day to 
416+228 mg/day (t=1.67, df=7, p=0.139). This sug- 
gests that nortriptyline may actually tend to raise the 
plasma level of cyclosporine. 


DISCUSSION 


Several limitations of the study should be acknowl- 
edged. First, these findings are based on the study of 
eight patients, a small sample. The power of so small a 
sample to demonstrate significant treatment side ef- 
fects is limited. Second, these patients were not in heart 
failure. Nortriptyline has been shown to be relatively 
safe for patients with heart disease and left ventricular 
dysfunction (7, 8), and this finding may also hold for 
heart transplant recipients with left ventricular failure, 
but this remains to be demonstrated. The findings of 
this study are not intended to be generalized to heart 
transplant recipients with left ventricular impairment. 
Third, this study used cardiac output, measured during 
routinely obtained right heart catheterizations, as its 
measure of cardiac function. This is not directly com- 
parable to a measure of ventricular function such as 
the left ventricular ejection fraction determined by 
radionuclide scan, which was used in the study of 
Roose et al. (7). However, since the present study was 
limited to observation of treatment effects, and since 
there was no clinical indication to obtain ejection frac- 
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tion measures in these patients, such data were not 
available. 

Although these results should be viewed with appro- 
priate caution, it does appear that nortriptyline is well 
tolerated by heart transplant recipients. Nortriptyline 
appears to have little clinically significant effect on 
heart rate, blood pressure, cardiac output. or ECG pat- 
tern. Cyclosporine immunosuppressive therapy was 
not complicated by the addition of nortriptyline, but 
the precise effect of nortriptyline on cyclosporine levels 
needs further evaluation, and cyclosporine levels 
should be followed closely during inducticn of nortrip- 
tyline treatment. Nortriptyline use was well accepted 
by the patients and the cardiologists. Given the pro- 
longation of QRS interval seen in this small series of 
patients, cautious monitoring seems indiceted in trials 
of nortriptyline for heart transplant patieits with pre- 
existing conduction disturbances or heart failure. 
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Transdermal Nicotine and Smoking Behavior 
in Psychiatric Patients 


Neil Hartman, M.D., Ph.D., Gregory B. Leong, M.D., Shirley M. Glynn, Ph.D., 
Jeffery N. Wilkins, M.D., and Murray E. Jarvik, M.D., Ph.D. 


The authors used a double-blind crossover design to observe the effect of transdermally 
administered nicotine on the smoking behavior of 13 psychiatric patients who were not 
trying to stop smoking. The patients smoked significantly fewer cigarettes while receiving 
nicotine than while receiving placebo. These data suggest that transdermally administered 
nicotine can be a useful adjunct in treating nicotine-addicted psychiatric patients in a non- 


smoking environment. 
(Am J Psychiatry 1991; 148:374-375) 


igarette smoking, which is addictive and health 
damaging (1), is especially prevalent among psy- 
chiatric patients (2). As more psychiatric facilities limit 
smoking in order to reduce smokers’ morbidity and 
nonsmokers’ exposure to secondhand smoke (3), cig- 
arette consumption will become increasingly trouble- 
some. Smoking cessation programs, especially those 
incorporating behavioral techniques and nicotine 
chewing gum, have had an impressive impact on short- 
term smoking rates in nonpsychiatric subjects (1, 4, 5). 
However, little work has focused on developing or im- 
plementing interventions for psychiatric patients. Imped- 
iments to designing successful smoking cessation pro- 
grams for psychiatric patients may include less desire to 
quit smoking and impaired cognitive functioning, which 
may preclude following detailed instructions regarding 
techniques such as self-monitoring and appropriate use 
of nicotine gum. Therefore, for psychiatric patients in a 
smoke-free hospital setting, reduction of nicotine with- 
drawal symptoms by means of a technique that does not 
require strong motivation to quit or the need to follow 
complicated instructions might be extremely useful. 
Moreover, such a technique might yield greater smoking 
cessation rates for motivated individuals with higher lev- 
els of cognitive functicning. 
Transdermal nicotine administration has shown 
promising preliminary results in reducing smoking 
rates (6-8). This technique may have special benefits 
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for psychiatric patients because it is uncomplicated 
and appears to have an impact on smoking even 
among individuals who have expressed little desire to 
quit. The pilot study reported here was designed to 
ascertain whether transdermal nicotine administration 
would reduce the number of cigarettes smoked by a 
group of psychiatric patients. 


METHOD 


We obtained informed consent from 14 competent 
men (three inpatients and 11 outpatients) who were 
voluntarily receiving psychiatric services, smoked at 
least 10 cigarettes per day, were free of substantial 
cardiovascular and pulmonary disease, and did rot 
have a current substance use disorder. Patients did rot 
have to indicate any desire to quit smoking and were 
given $10 in coupons redeemable at the hospital can- 
teen for participating in the study. Four of the patients 
were white, seven black, two Asian, and one Hispanic. 
They reported smoking an average of 22.9 cigareties 
per day (range=10-—30) and had been smoking for 
19.0 years (range=9-44). Their mean age was 40.9 
years (range=31—59). 

A double-blind, within-subjects crossover design 
was used. Patients were randomly assigned to receiving 
24 wl of a solution containing either 30% nicotine base 
(8 mg) or water (placebo) applied to the nondominant 
forearm during session 1 and receiving the other solu- 
tion during session 2 one week later. Each solution was 
covered by a 3-cm square patch of polyethylene wrap 
secured at the edges by surgical tape. The soluticns 
were applied at 10:00 a.m., and patients were pro- 
vided with unlimited access to their preferred brand of 
cigarettes for the next 7 hours. To maintain the dou- 
ble-blind design, the investigator responsible for ran- 
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dom assignment (N.H.) had no further contact with 
patients during the sessions. The patients were told 
that the patch might influence smoking behavior, to try 
and ignore the patch, and to smoke as they normally 
would during the session and during the week between 
sessions. They spent the entire 2 days in the clinic, 
where lunch and entertainment (video movies and 
board games) were provided so that study personnel 
could observe them at all times and ensure that each 
patient collected his cigarettes in his own container. 


RESULTS 


The results for the 13 patients completing the pro- 
tocol are given in table 1. A repeated measures analysis 
of variance with number of butts collected after session 
1 and session 2 as the dependent variable revealed no 
significant effect of repeated experimental sessions (F= 
0.03, df=1, 11, n.s.) or for order of patch wearing 
(F=0.02, df=1, 11, n.s.) but did indicate a significant 
interaction between session and order of patch wear- 
ing (F=5.84, df=1, 11, p<0.04). This interaction in- 
dicates that participants smoked significantly less 
while wearing the nicotine patch (meant+tSD=9.9+ 
2.7) than while wearing the placebo patch (11.8+4.1). 

Table 1 also reveals that only patients who smoked 
at least 12 cigarettes (approximately 1.8/hour) while 
wearing the placebo patch achieved benefit from the 
nicotine patch, suggesting that the patch was more 
effective with heavier smokers, On questioning, no pa- 
tient reported any difference in his subjective experi- 
ence while wearing the two patches (irritation at the 
patch site, taste, smell), nor did either the patients or 
the observers note any alterations in the patients’ clin- 
ical status. 


DISCUSSION 


Wearing a nicotine patch yielded a moderate but 
statistically significant reduction in the number of cig- 
arettes smoked among a group of psychiatric patients 
who were long-term smokers. Importantly, this effect 
seemed independent of the patient’s active interest in 
giving up smoking or cognitive awareness. This factor 
may become especially important as more psychiatric 
facilities convert to smoke-free environments (9). 

Patients who smoked more cigarettes while wearing 
the placebo patch (who might be both more strongly 
addicted to nicotine and at greater risk for smoking- 
related physical morbidity) achieved a greater reduc- 
tion in the number of cigarettes smoked while wearing 
the nicotine patch. In fact, none who smoked fewer 
than 12 cigarettes while wearing the placebo patch 
smoked fewer cigarettes while wearing the nicotine 
patch. Among the subgroup of heavier smokers, ciga- 
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TABLE 1. Number of Cigarettes Smoked by 13 Psychiatric Pa- 
tients While Wearing Patch of Transdermal Nicotin or Placebo 


Subject Diagnosis Nicotins* Placebo 
1 Organic mental disorder 7 5 
2 Schizophrenia 10 9 
3 Schizophrenia 11 11 
4 Schizophrenia 14 18 
5 Major depression 7 6 
6 Schizophrenia 7 12 
7 Schizophrenia 15 20 
8 Schizoaffective disorder 8 12 
9 Schizoaffective disorder 12 13 

10 Schizophrenia 7 11 
11 Schizophrenia 11 10 
12 Bipolar disorder 10 12 
13 Schizophrenia 10 14 


aSubjects 1—8 received the nicotire patch in session 1; subjects 9-13 
received it in session 2. 


rette consumption was reduced 24% wien patients 
wore the nicotine rather than the placebc patch. 

Two provisos must be kept in mind when viewing 
these results. First, our finding that the heavier smok- 
ers appeared to benefit more is in contrast to at least 
one study of nonpsychiatriz patients, which found that 
lighter smokers benefitted more (8). Second, we have 
not ruled out the possibility of a change in smoking 
topography so that even as the number of cigarettes 
consumed decreased, the amount of nicotine may not. 
For example, subjects may have increased. the depth of 
their smoke inhalation or covered their c:garette filter 
with their fingers to increase the smoke they inhaled 
and thus absorbed more nicotine. Nonetheless, the 
data suggest that transdermally administered nicotine 
can be a useful adjunct in maintaining nicotine-ad- 
dicted psychiatric patients whether or not they want to 
stop smoking permanently. 
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PSYCHOANALYSIS 


The Empathic Imagination, by Alfred Margulies. New York, 
W.W. Norton & To., 1989, 172 pp., $22.95. 


Early psychoanalysis nad a special commitment to the be- 
lief in the power of raticnal enlightenment. An essential con- 
stituent of Freud’s program was the notion that scientific 
insight would lead to social reform and, in the long run, 
amelioration of human suffering. So Freud challenged tradi- 
tional family customs and sought to free people from super- 
scitions and illusions. Throughout Freud’s career he retained 
the ambitions of a social prophet; as a therapist, however, he 
also sought to rely on the efficacy of insight. Through recon- 
scructing the patient’s early years by means of the analyst’s 
relying on the technique of free association, Freud thought 
that patients could gain a key leverage over the past and be 
able to make more rational choices. 

Freud sought to structure his theories so that they would 
form a body of knowledge which would fulfill the standards 
af scientific theory; he thought not only that his findings 
were capable of being verified but that he and his followers 
had brought solid evidence to support his hypotheses. In 
practice, Freud had considerable artistic powers and ranks as 
the greatest writer among twentieth-century psychologists. 
Eut he distrusted his own capacities for art and presented his 
conclusions as a scientific system. It was in this sort of ra- 
tionalistic mood that Freud was capable of criticizing intu- 
ition as an illusion, a ferm of hocus-pocus produced by the 
need for wish fulfillment. 

Freud’s critics within modern psychotherapy were un- 
happy with this aspect of his approach; they thought that 
much more had to be irvolved in helping patients than sim- 
ply the analyst’s offering them rational insight. Furthermore, 
critics often said that old-fashioned suggestion lay hidden 
tehind the supposed neutrality of Freud’s approach. By now 
there is some agreement that the whole conception of psy- 
choanalysis as the quest for abstract truth implied that the 
analyst was capable of being ideally rational and that the 
patient was susceptible to all kinds of infantile strivings. 
Therefore, Freud wrote about the existence and significance 
cf the patient’s emotional transferences, whereas he treated 
the analyst’s countertransferences as a potential interference 
in the laboratory-like clinical situations he believed he had 
created. 

More recently, Freud’s school of thought has been moving 
away from his own most scientific-sounding pretensions, and 
many of the points that his critics tried to establish are now 
being accepted in psychoanalysis. Alfred Margulies’s book is 
a touching and concrete account of a modern psychoana- 
lvst’s trying to come to terms with the demands of a clinical 
practice conducted with a humanistic orientation. Margulies 
is searching for light on the problem of empathy without 
making an effort explicitly to challenge the earlier psycho- 
analytic premium on insight. Margulies’s outlook points to 
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more of a burden on the therapist, since in principle the 
therapist, incapable of being omniscient, is only a working 
partner in an inherently troubled alliance with the patient 
struggling for help. 

The result is that The Empathic Imagination relies on a 
broad range of sources. Margulies has broken with past sec- 
tarian orthodoxies and feels free to cite some of the ideas of 
Carl Jung, Otto Rank, Karen Horney, and Harry Stack Sul- 
livan when he finds them relevant. Although Freud thought 
that psychoanalysis was capable of avoiding the traditional 
problems of philosophy, Margulies rightly tries to confront 
some of the central dilemmas of moral thought; he makes the 
whole problem of “world view” a central one clinically. And 
he is willing to tell us about at least one clinical occasion 
when he felt secure in prescribing a drug like lithium, in 
contrast to an earlier generation of analysts who frowned on 
using medication. 

The self psychology of Heinz Kohut has been centrally 
responsible for a shift in psychoanalytic thinking over the 
last two decades, and Margulies—without being doctrinaire 
about it—relies on Kohutian terminology. Margulies is more 
catholic than most analysts in the thinkers he relies on, but I 
believe that he might benefit from going back to the concept 
of a phenomenological self advanced by the early analyst 
Paul Federn. The work of Erik Erikson, although touched on 
in passing in this book, is also more unfashionable currently 
than it deserves to be for those eager to move in the general 
direction of emancipating analytic thinking from the con- 
straints of scientific reasoning. 

Apart from all theoretical issues, Margulies is centrally 
concerned with the various functions of-psychotherapy and 
how personality changes can be mobilized. Yet here ] wonder 
whether he unwittingly is not too tied to past orthodox tech- 
niques. For example, he presents us with an extended ac- 
count of one of his cases, an apparently regressed woman 
who has trouble coming to terms with Margulies’s office 
renovations. But only in passing does Margulies mention his 
silences and the use of the couch. It is hard for me not to 
wonder to what extent his patient was reacting not so much 
to the exigencies’ of her own psychopathology as to the emo- 
tional deprivation of the setting of the classic analytic situa- 
tion itself. 

Margulies tells us how important in his own training was 
the example of the Boston psychiatrist Elvin Semrad and 
how Semrad concentrated on the analyst’s special supportive 
functions. As a student, like Margulies, I also “experienced 
Semrad as magical,” but I think it is time to try to decipher 
where even someone as extremely talented as Semrad might 
have been hobbled by the constraints of the theoretical con- 
cepts of his psychoanalytic era. Margulies has succeeded in 
going far beyond the conventional pieties that used to be 
customary at our best psychoanalytic training centers, but 
my impression is that if he continues along the road he has 
chosen he will find that others before him, even if they have 
not recently been fashionable to cite, have seen some of the 
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main inadequacies of the excessive rationalism that we owe 
to early psychoanalytic thought. 


PAUL ROAZEN, PH.D. 
Toronto, Ont., Canada 


Understanding Countertransference: From Projective Identi- 
fication to Empathy, by Michael J. Tansey and Walter F. 
Burke. Hillsdale, N.J., Analytic Press, 1989, 222 pp., 
$27.50. 


Despite economic pressures exerted by a “quick fix” ethos, 
times are good for psychoanalytic psychotherapists. The last 
two decades have witnessed a revolution in psychoanalytic 
theorizing (1). These developments have stimulated a rich, 
abundant, and rapidly evolving clinical literature. The de- 
cline of mechanistic models of human nature (2), the clinical 
conceptualization of ‘“‘experience-near” (3), application of 

. research paradigms to psychotherapy (4), and the “manual- 
ization” of technique (5) have done much to demystify what 
the psychoanalytic psychotherapist does, how he or she goes 
about it, and what is most effective. 

This slim volume, coauthored by two Chicago psycholo- 
gists, maintains that psychoanalytic psychotherapy “‘is a rad- 
ically mutual process fully involving two individuals who 
exert a mutual and ongoing influence upon one another” (p. 
4). Tansey and Burke conceptualize projective identification, 
countertransference, and empathy, traditionally considered 
separately, as integrally related aspects of patient and ther- 
apist intersubjectivity. 

Projective identification represents the patient’s efforts— 
conscious and unconscious—to induce in the therapist vari- 
ous af-ects and role responses. Countertransference is the 
therapist’s subjective response to these interactional pres- 
sures, a blend of both patient-evoked responses and experi- 
ences deriving from the therapist’s unresolved biographical 
and psychological conflicts. Following Sandler (6), the authors 
emphasize the “compromise existing between the therapist’s 
unique personality makeup and the patient’s capacity to infuse 
the therapeutic relationship with his own particular wishes and 
needs” (p. 41). The strength and nature of these patient-in- 
duced self-experiences may at times be quite painful to tolerate, 
provoking nonproductive therapist responses. Empathy repre- 
sents the desirable outcome of processing projective identifica- 
tions into sources of awareness and understanding. 

After defining their terms and providing a brief historical 
overview, Tansey and Burke propose “a schema for analyz- 
ing the therapist’s identificatory experience” (p. 37) as it 
emerges in the clinical interaction. Their model encompasses 
four sequential phases, at any point of which the therapist 
may be derailed in the effort to understand the patient’s com- 
munications, The phases include 1) reception (receiving and 
experiencing the particular sense of self evoked by the pa- 
tient’s projective identifications), 2) internal processing (tol- 
erating and considering internal reactions and evaluating 
their potential for intervention), 3) communication (encom- 
passing assessment and implementation of interventions), and 
4) validation (ongoing evaluation of the validity of the thera- 
pist’s reactions and responses). The model of validation offers a 
particularly useful approach for accepting or discarding clinical 
hunches and addresses what the authors consider a most con- 
troversial topic, namely, the “use” of countertransference (to 
disclose or not to disclose, that is the question). 

Aside from the lucidity of the presentation, a particular 
value cf Understanding Countertransference is that it readily 
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brings to mind, with vivid perspective, interactions with 
one’s own patients. As applied object relaticns theory, Un- 
derstanding Countertransference bridges clinical theory and 
practice. It has special value for psychotherapy supervisors, 
providing guidelines for the management of difficult coun- 
tertransference experiences and strategies for untangling 
miscommunications, blunders, and impasses that bedevil all 
psychotherapists, especially those in training. Accessible, 
practical, and theoretically sophisticated, Understanding 
Countertransference makes an important cont-ibution to the 
prime directive of psychoanalytic psychotherapy: growth 
through self-understanding. 
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Transformations: Cross-Dressers and Those Who Love 
Them, by Mariette Pathy Allen. New York, E.P. Dutton, 
1989, 160 pp., $24.95. 


This is a remarkable book of interviews and photographs. 
Cross-dressers, who make up between 3% and 5% of the 
male population of the United States, come fram all occupa- 
tions, including medicine, and from all levels af society and 
all racial groups. The majority are heterosexual. These are 
husbands, fathers, and grandfathers who have needed to ex- 
press themselves, at least part of the time, ir. the roles and 
clothes of women. Often the cross-dresser considers this the 
most important part of himself, emotionally. Understanding 
of this group may help us to better appreciate the human 
possibilities that might follow from a better balance or syn- 
thesis of the characteristics that are culturally (at least) per- 
ceived as feminine and masculine. This book would enlarge 
the insights of psychiatrists into human sexuality as well as 
enhance their aesthetic experience. 

The photographs by the author are extraordinary. Allen is 
a true artist who captures, for example, a cross-dresser play- 
ing with his daughter, another cross-dresser engaged in erotic 
play with his wife. These great pictures are in koth black and 
white and in color. Police officers, a Navy maz, an ex-Green 
Beret, an aviator, an inventor, and a finencial analyst, among 
others, are portrayed in both everyday clothes and in the 
glorious clothes beloved by cross-dressers. All2n’s work has 
been widely exhibited in the United States and abroad. You 
are shocked and haunted as she brings ycu beyond the 
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boundaries of gender. The key to her photographic success is - 


her empathy. 


ROBERT N. BUTLER, M.D. 
New York, N.Y. 


Self Psychology: Comparisons and Contrasts, edited by 
Douglas W. Detrick ana Susan P. Detrick. Hillsdale, N.J., 
Analytic Press, 1989, 485 pp., $49.95. 


This book presents a broad view of the development of 
psychodynamic and psychoanalytic theories that one must 
have in order to be more than a technician, and it goes a long 
way toward helping the reader recognize that integrating 
what we know is the task at hand. We are no closer to an 
integrated field theory in psychiatry than we are in physics. I 
hear more scientists and practitioners in psychiatry speaking 
this way. Let me suggest you read the title of this almost 
500-page book carefully. It is not about self psychology 
alone. 

The editors begin their task of integration by emphasizing 
the overlap in seemingly independent systems of thought and 
referencing the relatively unheralded explosion in develop- 
mental and dynamic research. They discuss drive theory, ob- 
ject relations, ego psychclogy, and self psychology in a fash- 
ion that places them in historical context and in current 
theoretical and technical terms. In this way we see some of 
the cyclical patterns. Ferenczi, Alexander, French, and others 
were straining at some rigid views of psychotherapy when 
drive theory was predominant, being interpreted dogmati- 
cally, and at odds with some clinical observations. A more 
humanistic view was being advocated. In this climate, 
existentialism and humanism gained momentum in the psy- 
chiatric community, and ego psychology became a more co- 
herent body of knowledge describing many new clinical ob- 
servations in evocetive cetail. Object relations evolved in a 
similar fashion and so did self psychology. These theories did 
not arise de novo from a genius or two. They are the results 
of continuing observation, experimentation, and communi- 
cation within the scientific community. How else could ideas 
be widely accepted and organized? There is a chapter on the 
philosophy of science that speaks to this issue, but it is also 
addressed frequently (although indirectly), as it must be in a 
book of this scope. 

Arnold Goldberg mentions in the foreword that it is easy 
to find bones to pick with the many contributors; in fact, this 
may be a key to fully appreciating this work. Goldberg says, 
“I rediscovered a feeling that has not commonly accompa- 
nied my usual reading: it is simply that I wanted to talk 
directly to the author” ip. xvii). I experienced similar feel- 
ings. In contrast to an overview text, this work is best suited 
to those familiar with the topics. The summaries of theories 
such as Mahler’s and Kohut’s are too brief to offer more than 
illustrations of the authors’ views. The book is written by 
clinicians who describe the way they think and organize their 
work, It is very evocative. How many of us in practice find 
we can rigidly adhere to one school of thought or technical 
stance? Still, we know that a substantial body of research 
correlates success in therapy with a coherent view of the prob- 
lem. The authors help us deal with this apparent dilemma. 

Michael Basch begins, in chapter one, with his view of 
Freud, psychoanalysis, and Kohut. He concludes, “Self psy- 
chology is not a separate or new form of psychotherapy but 
is very much an extension of and a corrective for traditional 
psychoanalytic practice .... Self psychology will be seen as 
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the evolutionary successor to ego psychology” (p. 20). It is 
fascinating to follow his logic and stimulating to recognize 
what you disagree with. Where, for example, does Basch 
place object relations theorists? Could he elaborate on how 
he synthesizes everything under the rubric of self psychol- 
ogy? I wish he had written more, but this is the strength of 
the book: scholarly, educational, thought-provoking, brief, 
personal presentations that leave you hungry for more. The 
contributions of Jung, Adler, Rank, Ferenczi, Horney, Rog- 
ers, Klein, Balint, Fairbairn, Winnicott, Masterson, Kern- 
berg, Lacan, Mahler, and others are discussed in separate 
chapters. The history of modern psychodynamics comes 
alive. It is very hard to be an acolyte with such a view. “If self 
psychology is a novel professional discipline offering a new 
brand of psychotherapy, I have nothing to say about it,.just 
as I have nothing to say about its countless competitors in the 
clinical marketplace” (p. 417), writes John Gedo. He believes 
Kohut’s warning would be “not to congeal his writings into 
self psychological dogma... . The attempted reconstruction 
of a finished theoretical system threatens to obscure his valu- 
able clinical discoveries” (p. 419). ' 

Find a comfortable spot, pick up this book, and enjoy. It 
may remind you of what attracted you to the field. Whatever, 
you cannot afford to be ignorant of the topics discussed. 


JAMES ALPERT, M.D. 
Albany, N.Y. 


- Exiles From Eden: Psychotherapy From an Evolutionary Per- 


spective, by Kalman Glantz and John K. Pearce. New York, 
W.W. Norton & Co., 1989, 308 pp., $32.95. 


This is a groundbreaking attempt at placing psychother- 
apy within an evolutionary framework. It is written by a 
student of evolutionary biology studying psychotherapy and 
a senior psychotherapist who has worked for many years 
with families. Together they set out to explore evolutionary 
biology for possible paradigm shifts in psychotherapeutic 
theory and intervention. They take the reader on an inter- 
esting trip through the hunter-gatherer origins of our behav- 
ior and emotions and present clinical examples of contem- 
porary therapeutic interactions to highlight the journey. The 
style is relaxed and informal. 

The book starts with an informed overview of sociobiol- 
ogy, with discussions of the contributions of Wilson, Trivers, 
Gould, and many anthropological observers. Glantz and 
Pearce emphasize inclusive fitness, which includes cooper- 
ation, altruism, and even self-sacrifice as part of a reproduc- 
tive strategy. (Copies of genes can be transmitted generation- 


-ally through one’s own reproduction or that of relatives. The 


idea of inclusive fitness.contrasts with that of the social Dar- 
winists, who see “Nature red in tooth and claw” and “‘fit”’ as 
including only those competitive and ruthless factors leading 
to personal reproductive success.) The authors’ views also 
deviate from those of psychoanalysis. They argue against the 
concepts that designate as psychopathology much of what 
was hardened into our brains and glands as hunter-gatherers 
perhaps more than 100,000 years ago. 

The book presents an excellent broad-brush view of the 
sociobiological position regarding “‘strategies” for reproduc- 
tive success. The authors discuss the psychosocial compo- 
nents that function as enabling mechanisms for such success 
within the hunter-gatherer band and contrast the “natural” 
environment of such bands with those of the modern world. 
Because our brains have not changed as much as our envi- 
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ronment, there is an inevitable clash that is often brought to 
the psychotherapist. By use of clinical examples, the authors 
illustrate the ways in which understanding of phylogenesis 
can empower the therapist and help the patient. Other chap- 
ters address child-rearing practices among contemporary 
hunter-gatherers (as an indicator of the social environment 
from which we are all derived), concluding that accepted 
child-rearing practices may be damaging to children because 
of lack of congruence with the way in which we are made. 
The issues of sex and gender are generously explored, with 
many clinical vignettes illustrating the problem of our an- 
cient brain in the modern setting, the conflict of moral and 
_ religious attitudes with our nucleic acids, and some almost 
respectful but provocative views regarding female liberation. 

A further chapter on “model building” in the human brain 
presents the views that the modern social scene is too com- 
plex for brains set for coping within a hunter clan and that 
contemporary environments are often in conflict with those 
enabling forces which led to our antediluvian dominance. 
The view is advanced that problems in living do not derive 
(as some biologists claim) from defective circuitry (for every 
crookec thought a crooked molecule), but that a perfectly 
good brain can produce a bad model, a model which does 
not cope with the demand characteristics of the environment. 
The genetic traits derived from success in our earliest begin- 
nings (we are, after all, still around to write about it) do not 
always work well; “achievement in... one setting [occa- 
sions} disability and distress in another” (1). The “natural 
man,” et peace with himself and his environment, resides, in 
this conceptualization, among the Kung or Mbuti rather 
than in Boston or Boise. The authors, in a later chapter, 
contrast their school of psychotherapy with the present 
schools from within the evolutionary frame. An eclectic and 
accepting approach is recommended for conceptualizing 
clinical problems. Final chapters use further illustrations 
from case material demonstrating the use of information ex- 
change regarding our deepest origins. 

This is an expository and occasionally messianic book; its 
shibboleths call for the most basic revision of psychological 
understanding. Glantz and Pearce argue, often persuasively, 
that the unseen hand which guides us is not that of repressed 


wishes from childhood but, rather, our legacy from a distant - 


past irretrievable by means of subjective reminiscence. 

The clinical vignettes presented as illustrative do not al- 
ways highlight the concepts as intended, and more than a few 
readers will feel jarred by the style presented by the thera- 
pist (direct, confrontative, argumentative, directive, and, at 
times, sarcastic), but that is often the problem with clinical 
vignettes: it is difficult to condense therapeutic interchange 
without losing context and texture. Some of the applications 
of biological evolution are arguable, and the romaticization 
of “natural man” as hunter-gatherer may seem old hat; yet 
this volume can help reshape at least some long-held views of 
therapists. The book is most informative, is easy to read, and 
opens the curtain still further on an idea that deserves serious 
consideration. The first three chapters alone are well worth 
the price of admission. 
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Moments of Engagement: Intimate Psychotherapy in a Tech- 
nological Age, by Peter D. Kramer. New York, W.W. 
Norton & Co., 1989, 266 pp., $24.95. 


Popular books by psychoanalysts designed to inform the 
educated public have had an important place :n establishing 
communication between the profession and these most likely 
to use analytic psychotherapy. Kubie (1), Horney (2), and, 
more recently, Lichtenberg (3) have all chosen zo write about 
psychotherapy and neurosis in a fashion that allows the 
reader to identify what is neurotic in himself >r herself and 
what form of analytic psychotherapy is to be expected. Peter 
Kramer breaks new ground by writing a book that is de- 
signed to inform the reader about psychotherapy by reveal- 
ing the way in which the author sees himself thinking while 
he is conducting psychotherapy. By detailing aspects of his 
inner life that appear while he is working clinically, Kramer 
hopes the reader will “make sense of the ways in which those 
who deal with problems of mind daily think about the mind 
now.” Kramer writes about his emotional responses to clin- 
ical experiences that he has had during medical school, res- 
idency, and in the private practice of psychotherapy. 

Despite the author’s lively, informal, journalistic style (he 
writes a regular column in The Psychiarric Ties), the psy- 
chiatric reader is likely to experience a mixed response -o his 
self-laudatory tone. Kramer’s premise—that a -eview of how 
he works will illustrate how a modern prvchotherapist 
works—reflects a high degree of self-centeredness. Further- 
more, much of the text is devoted to a varizty of clinical 
examples that involve interactions and interventions that 
many clinicians would find open to questicn as to their 
meaning and effectiveness. By placing such greet emphasis on 
himself, Kramer implies that the value of the book should be 
drawn from an evaluation of his version of how he deve_oped 
as a psychiatrist and what kind of psychiatry he currently 
practices. Thus he unintentionally opens himself to scrutiny 
of unresolved problems in his development as a psychiatrist. - 

Dynamically oriented individual psychotherapists might 
find it easy to disavow Kramer’s description of himself as 
psychoanalytically oriented. Many family therapists as well 
as’ psychopharmacologists might also distance themselves 
from his description of how he applies theiz approaches. 
Most of Kramer’s errors lie in the area of judgment rather 
than in what techniques he chooses for a part-cular patient. 
With one schizophrenic patient, for example, ne describes a 
family intervention that includes massaging the father’s neck 
as a mode of achieving entry into the family system. This 
choice might be questioned as unnecessary 3ecause other 
modes, such as making a verbal contract, could have been 
used. In addition, Kramer’s subsequent colla>oration with 
the patient in keeping the military unaware of the patient’s 
need for intramuscular fluphenazine on the grounds of con- 
fidentiality could hardly be deemed acceptable. Kramer sees 
his dilemma in this situation in terms that should apply to 
patients with functional self-observing ego capacities, which 
certainly was not the case, even when the patent was med- 
icated. With regard to this patient Kramer states, 


He had learned at long last that he needed the shots to 
function. He had guessed—I had guessed toc—that if he 
asked the army for an antipsychotic, he weuld be dis- 
charged. When he was sent to a base far from here, he 
asked, what should he do? We decided he should find a 
civilian doctor off the base and get an injection on his 
leave time. The military had made the judgrient to take 
him, and I had no intention of intezfering with their 


379 


BOOK FORUM 


decision. If he stayed with it long enough to move to a 
sensitive position, to combat duty say, and I knew about 
it—I would face that day when it arose. For the moment 
I was grateful to be sworn to confidentiality. 


Kramer states that he would face his responsibility when 
and if a crisis occurred. But what about the risk for the health 
and safety of such a severely disturbed, medication-depend- 
ent patient in the military, not to mention the potential risk 
to the safety of others if he were suddenly deprived of his 
medication. What about legal if not clinical responsibility? 
Finally, why present this example in a positive light when it 
is actually an excellent example of a countertransference- 
based error? 

This clinical example is one of many used by Kramer to 
illustrate his ideas of how a modern psychotherapist works. 
Kramer feels that his mixture of thinking based on many 
schools of psychclogice! theory plus biological psychiatry 
represents a new synthesis for the medically trained psycho- 
therapist. He is certainly correct in referring to the many 
sources of information and theory an alert psychiatrist 
should be able to draw on. However, he is far too eager to 
abandon the close scrutiny of dynamics and their interpre- 
tation to patients with the capacity to form a working alli- 
ance and the observing ego to work with the therapist. The 
patients in Kramer’s practice all seem to him more suitable 
for manipulations of a variety of sorts; he seems particularly 
partial, according to the cases he presents, to paradoxical 
directives, which he delivers to the patient with considerable 
energy. So much of Kramer’s personality shows through in 
his work with patients -hat it is difficult not to believe that 
the force of his personality is a predominant factor in the 
success of his psychotherapy. Kramer’s willingness to show 
and use his personality :n psychotherapy is an advance over 
the image of the therapist as hicden behind a remote, passive, 
and so-called neutral facade. However, this forceful person- 
ality might be better applied to encouraging the patient’s 
exploration of transference feelings and meanings. The re- 
flection and delay that aze essential for the therapist to reflect 
on countertransference <eelings and to use the countertrans- 
ference in a successful :nsight-building way are simply not 
present in Kramer’s presentation of himself at work. 

There is no question that this memoir reveals a lively per- 
sonality at work. As such, it manages to dramatize the pro- 
cess of becoming a psychiatrist. It will certainly overcome 
any image of the psychiatrist as an overly controlled, profes- 
s.onalized personality with such mastery over his or her emo- 
tions that the possibility of a human encounter is eliminated. 
On the other hand, Kramer’s excessive exuberance over himself 
and those training experiences will detract from any accurate 
image of dynamic psychotherapy that might otherwise be con- 
veyed. It is unfortunate that the author, with his ability to at- 
tract attention to psychiatry, failed to be more discerning in 
describing dynamic psychotherapy as an entity. By equating 
psychotherapy with all the intuitive interventions that he has 
chosen or been forced into by practice of general psychiatry, 
Kramer generalizes beyond the scope of his experience. 

This personal memoir captures the experience of one in- 
dividual’s response to the current state of psychiatric train- 
ing. As such, it will be of interest to those psychiatrists who 
are interested in issues of training. Kramer’s experience, as he 
relates it, reminds us that the basic personality of the trainee 
will be a dominant factor in determining which materials of 
cur greatly expanded clinical specialty will be selected, as- 
similated, and used by the individual who completes psychi- 
atric training. Despite Kramer's interest in and use of many 
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trends within psychoanalysis, psychopharmacology, and 
family therapy, his personality remains at the center of the 
clinical work he describes. Kramer’s telling of his story, al- 
though entertaining, remains more about him than about 
the current practice of psychotherapy. Psychiatrists will un- 
doubtedly recognize this fact and respond to the personality 
revealed in the memoir as separate from their understanding 
of present-day standards of analytic psychotherapy. The 
book may be more difficult, however, for the nonprofes- 
sional reader. The picture of such an informal and direct 
psychotherapist can dispel some notions of psychiatrists as 
cold or distant, but it can also encourage resistances to 
needed and legitimate explorations of the self. Kramer’s 
comfort with taking over for the patient and making manip- 
ulative suggestions may be effective and helpful to those in- 
dividuals who require such interventions. He fails to illus- 
trate or reveal how he would work with patients capable of 
insight-oriented psychotherapy. The author’s pleasure at his 
own activity, while easily understood, unfortunately has pre- 
vented him from distinguishing between what he does him- 
self and the history and literature that determine a generelly 
accurate picture of analytic psychotherapy. Hence, this bcok 
must be read for its autobiographical picture of a lively per- 
sonality rather than as a guide to modern dynamic psycho- 
therapy for either the educated public or the profession. 
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Mental Health for Refugees and Other Migrants: Social and 
Preventive Approaches, by Joseph Westermeyer. Springfield, 
Ill., Charles C Thomas, 1989, 197 pp., $38.75. 


At a time when biological approaches seem to reign su- 
preme in psychiatric research and practice, it is refreshing to 
find a book that addresses social issues and calls the reader’s 
attention to the plight of millions of real people. The multi- 
tude of mental health problems generated by the flow of 
refugees and other migrants in different parts of the warld 
makes Westermeyer’s book a much-needed contribution. 
The author’s extensive background and experience in the 
well-known international clinic at the University of Minne- 
sota Department of Psychiatry show well in the broad scope 
and structure of the book. It could be considered a primer on 
this subject and, as such, has all the strengths and weaknesses 
that the reader would expect. Even though the author irdi- 
cates in the foreword that “refugees have been selected as the 
primary example of the ‘migrant at risk’ since they exemplify 
most of the vulnerabilities manifested by migrants,” one gets 
the impression that, except for the severity variable, this dis- 
tinction may be irrelevant, not well delineated, or of limited 
operational value. The migrant’s experience appears to trig- 
ger such a broad emotional upheaval that an attempt to 
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dissect it meticulously on the basis of the type of migrant 
may prove to be futile and/or redundant. 

The value of the book depends on the reader’s perspective 
or interests. If one is a social psychiatry researcher, the chap- 
ter on categories and concepts offers a thorough list of all the 
variables to be considered in preparing a project or a grant 
proposal. These include areas ranging from demographic 
characteristics to victimization and geographic variables. 
They extend to the changes in attitudes, values, beliefs, mo- 
res, recreational activities, communication, cultural conflicts, 
life cycle, loyalties, and religious practices brought about by 
migration. The researcher would also like the treatment of 
methodological considerations, demographic and sociocul- 
tural correlates of psychopathology, and the causes and pre- 
cipitants of psychiatric disorders and maladjustment. 

If one approaches the book from the clinical vantage 
point, however, one finds that the different types of psychi- 
atric disorders and adjustment problems practically replicate 
all DSM-III-R main categories. From the sociological point 
of view, the section that clarifies concepts such as culture 
shock, ensocialization, acculturation, cultural competence, 
assimilation, pluralism, multiculturalism, anomie, and the 
characteristics of the receiving community is very useful in- 
deed. The public health official may refer to chapter six on 
the different strategies used by public health agencies, gov- 
ernment bodies, volunteer organizations, churches, and col- 
leges and universities to deal with the problems of migrants. 
This seems to be, in fact, the best part of the book, particu- 
larly its selections on primary and secondary prevention, 
phasing of public health efforts, and the development of a 
treatment system. The last section has to do with special 
aspects such as the study of refugee children, families, and 
adolescents and the need to establish “culturally sensitive 
psychiatric care.” Special patient subgroups, such as unac- 
companied minors, interracial children, alienated refugee ad- 
olescents, and married minors, as well as different sources of 
collective care, are paid due and competent attention. 

As the reader oscillates among these different perspectives, 
he or she may wonder about the real nature and focus of this 
book. Sometimes it reads like a clinical text, other times like 
a research manual, occasionally like a socioepidemiologic 
review, and still other times like a purely descriptive, cook- 
book type of publication. As trite as it sounds, perhaps the 
book’s strengths are also its main weaknesses. The broad 
scope of occupations and professions (from legislators to 
bureaucrats, from health planners to the clergy, from relief 
workers to social scientists) to which the book is addressed 
perhaps does a disservice to the thoroughness and solidity 
that one could expect from a truly scholarly work by a well- 
known expert. There are excellent conceptual and clinical 
descriptions, methodological innovations, instrumental se- 
lections, and bibliographical sources. Unfortunately, there 
are also sweeping generalizations and needless repetitions of 
notions such as intergenerational conflicts, incidence and 
prevalence, expectations, and biased migration. There is pre- 
cious little material on ethnopsychopharmacology and al- 
most none based on statistics and epidemiologic findings. 
One would have wished to see more comparative tables and 
as much hard data as possible to counteract charges of ‘“‘soft- 
ness” in the research conducted in this and other sociopsy- 
chiatric areas. In fact, with all its advocacy for research and 
the good suggestions that the book makes, one is left with the 
impression that not much has necessarily been done. At times 
it seems clear that the quick pace of the book reveals it to 
be a prelude to a more solid work, the result of reflection, 
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objectivity, and in-depth analysis of the existing data. This is 
certainly a justifiable hope. 


RENATO D. ALARCON, M.D., M.P.H. 
Bemingham, Ala. 


Psychiatric Care of Migrants: A Clinical Guide, by Joseph 
Westermeyer, M.D., M.P.H., Ph.D. Washaigton, D.C., 
American Psychiatric Press, 1989, 230 pp., $21.95. 


As noted by Dr. Judith Gold in the introcuction to the 
Clinical Practice Series of the American Psychietric Press, the 
series is designed to “provide readers with books that give 
the mental health clinician a practical clinical approach to a 
variety of psychiatric problems. These books will provide 
up-to-date literature reviews and emphasize tre most recent 
treatment methods” (p. ix). Psychiatric Care of Migrants, the 
tenth book in the series, meets all -hese objectives and is a 
resounding success. 

The book’s scope is quite broad, since migrants are defined 
as “those who change their place cf residence for any pur- 
pose or for any period of time. Included ar... students 
going away to school, transferred or migratory workers, peo- 
ple whose work may necessitate -ravel, tourists, visitors, 
wanderers, refugees, and those returning home after a mi- 
gration” (p. 11). The mental health of migrant: is affected by 
a great number of variables, such as the migrant’s personal- 
ity, mental and physical health status, ethn:city, and life 
stage; the voluntariness and duration of relocation; the de- 
gree of similarity between the cultvre of origin and that of 
resettlement; presence and extent of victimization; and gov- 
ernment determinations such as lezal rights and access to 
social programs. Each of the listed variatles eazily could take 
up a book; ethnicity alone is a topic so vast that entire li- 
braries are devoted to it. 

Joseph Westermeyer is among the most prolific and re- 
spected cultural psychiatrists in the world. His 2xtensive clin- 
ical experience with different migrant pcpulations is evident 
throughout the volume, which is civided into chapters on 
theory, psychopathology, clinical assessment and manage- 
ment, and therapies (somatic, psychological, ard social). The 
book does not get bogged down w:th minutice but, rather, 
presents a structure for understanding the psyzhiatric prob- 
lems of migrants. It also provides an approach to the collec- 
tion of appropriate data from this class of patiexts so that the 
data can be analyzed into a meaningful diagnostic formula- 
tion and so that remedies, including medicaticzns, ECT, in- 
dividual and family therapy, reconstruction =f social net- 
works, and advice that a pat:ent return home, can be used 
properly. 

Particularly impressive are the book's live iness, skillful 
use of references, and clinical advice on a var:ety of topics, 
such as early postmigration substance abuse, false-positive 
Mini-Mental State Examination scores in poor v educated or 
elderly patients, the tendency of scme translctors to ‘“‘nor- 
malize” a patient’s psychopathology, identity problems of 
cross-racially adopted children, the effect of folk remedies on 
compliance with pharmacotherapy, and the szecialized use 
of confrontation. 

In sum, this is an unpretentious, easy-to-read, unique book 
that presents a great deal of general information in a straight- 
forward manner. It fills a definite void in the psychiatric 
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literature, and I heartily recommend it to all clinicians who 
work with migrant populations. 


ARMANDO R. FAVAZZA, M.D., M.P.H. 
Columbia, Mo. 


Hispanics and Mental Health: A Framework for Research, 
by Lloyd H. Rogler, Robert G. Malgady, and Orlando 
Rodriguez. Malabar, Fla., Robert E. Krieger, 1989, 154 pp., 
$19.50. 


This book is one of a long series of monographs from 
Fordham University’s Hispanic Research Center. The mate- 
ral is presented in a conceptual framework that gives a 
broad overview of mental health research in Hispanic issues. 
It is basically an introcuctory work on the psychosocial as- 
pects of mental health among Hispanic groups and is not 
intended to be comprehensive. 

The authors begin with a discussion of research problems 
at the micro level, dealing with factors proximate to the lives 
of individuals. The approach is multifactorial and examines 
cogent issues in research on Hispanic groups. For example, it 
discusses discrepancies and problems regarding psychomet- 
ric testing in minority populations and brings up differential 
normative performance as an issue in psychological testing. 
The need for more work in multidimensional personality 
tests to prevent bias when examining across populations is 
well discussed. The overall examination of test bias is very 
useful, and the moncgraph discusses controversial areas 
without enmeshing the reader in superfluous material. 

The discussion on cultural, ethnic, and language barriers 
in psychiatric diagnostic settings is balanced and comprehen- 


sive. This discussion is also done with sensitivity without ` 


losing systematic objectivity. The authors clearly demon- 
strate the complex dynamics that operate when the primary 
language of the examiner is different from that of the patient. 

Chapter six addresses the effect of deinstitutionalization 
on mental health issues among Hispanic groups. The effect of 
hospitalization and deizstitutionalization on family relation- 
ships is well presented. The authors demonstrate important 
issues in the role of family dynamics, unemployment and 
social status as critical factors in comorbidity, and other fac- 
tors that would affect mental health issues in minorities. 

Chapter seven stresses the need for an expanded multidis- 
ciplinary vision of mental health research. We fully agree 
with this view. Furthermore, it would seem that concurrent 
inclusion of psychosocial, cultural, and biological variables 
should be topics of inquiry. 

There are several good points about this book. The mate- 
rial is presented in such a way as to be generalizable to all 
ethnic groups. The authors recognize the need for multidis- 
ciplinary research teams. The book serves as a good overview 
for the beginner in the field of research on Hispanic groups. 
Clinical vignettes for each phase of research are given to 
underscore points being made about cultural sensitivity. The 
book. clearly points out factors that need strong consider- 
ation in any psychosocial research focused on Hispanic pop- 
ulations, including the impact of acculturation and social 
economic status. The authors also point out problems faced 
in mental health research among Hispanic groups caused by 
our limited knowledge about epidemiology in this area and 
by sampling problems in these heterogeneous populations. 

The book does have some minor drawbacks. It has a ten- 
dency to focus more on Puerto Ricans than any other His- 
panic subgroup. The enormously heterogeneous nature of 
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Hispanic peoples is not reviewed thoroughly and lucidly 
enough perhaps, which skirts one of the most difficult re- 
search problems in this population. The subject index is 
rather sketchy, and much of chapter seven is redundant. One 
of the major problems with the book is that it does not address 
biological issues ‘such as brain disease and organic psychiat- 
ric disorders, although this area is very underaddressed in 
research on Hispanic groups. Issues concerning substance 
abuse are also not presented as well as they could be. 

With all things considered, however, we feel that this is a 
very valuable book. It is an up-to-date and accurate overview 
of the state of the art in mental health research among His- 
panic groups. It clearly shows why more work needs to be 
done. As this diverse segment of the population continues to 
grow, mental health research will be increasingly important 
in the next decade. With so much more work required, we 
hope that this book will stimulate young and experienced 
researchers alike to do more work in this area. The authors 
provide facts that could serve as a basis for designing mental 
health research studies among Hispanic groups. The book 
could also provide a framework to achieve a goal the authors 
clearly define as crucial—the provision and funding of long- 
term longitudinal projects. 


JAMES ALLEN WILCOX, D.O. 
DAVID BRIONES, M.D. 
El Paso, Tex. 


ART 


Art and Psyche: A Study in Psychoanalysis and Aesthetics 
(1985), by Ellen Handler Spitz. New Haven, Conn., Yale 
University Press, 1989, 188 pp., $11.95 (paper). 


Scientists have long been aware of the beauty of great 
science and puzzled about both its origins (i.e., where does 
science come from?) and its aesthetics (what makes it beau- 
tiful?). We have also become interested in the science of great 
art, in its origins, the process of creativity, and our own 
aesthetic response. Although other psychologies have studied 
these issues (e.g., Sloboda’s cognitive psychology of music), 
the major themes, starting with Freud’s own contributions, 
have been psychoanalytic. Spitz’s book is an “attempt to 
catalog or structure this dialogue between aesthetics and psy- 
choanalysis” (p. 1). As her work illustrates, she is uniquely 
qualified for the task. She is a scholar trained in both aes- 
thetics and psychoanalysis and able to translate jargon and 
theory, both theirs and ours, into comprehensible English 
with understandable referents. 

Spitz examines psychoanalytic approaches to why and 
how we make art, to the artistic product itself, and to our 
response to it. She traces the history of psychoanalytic theory 
in our understanding of these: art as sublimated erotic and/or 
aggressive wishes as modified by defense; as originating in 
the autonomous ego and related to play; as an offshoot of 
development and object relationships, as separation-individ- 
uation; and as transitional object. 

Most psychoanalytic contributions to the study of art have 
focused on pathography—the relationship of the artist’s in- 
ner life to the artistic product. Spitz refers to Freud’s own 
work in the area as ‘‘fictive’—imaginative interpretation. 
However, an attempt to understand the artist’s psychic real- 
ity and the meaning of events often requires more attention 
to the historical context of both the artist’s life and his or her 
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art. Spitz offers Liebert's work on Michelangelo as an exam- 
ple of this “documentary” approach to pathography. A third 
approach to pathograrhy Spitz calls “thematic,” as seen in 
Wolfenstein’s studies of the role of loss in Magritte’s oeuvre, 
in the thread of “multiple representations and transforma- 
tions . .. of his mother’s death” (p. 76). 

Psychoanalysts have also attempted to interpret the texts 
and objects themselves, independent of the producer, as au- 
tonomous, the equivalent of a “new criticism” in response to 
the Romanticism of pathography. Ego psychology has also 
tried to examine the relationship of style to character, the 
role of temperamental givens. Spitz, drawing on the work of 
Mahler, Winnicott, aná Stern, explores developmental issues 
such as the role of fusicn, illusion, and magical omnipotence 
in both the making of and response to art. 

The book structures the dialogues in various ways: id, ego, 
or developmental and object relations approaches; “the na- 
ture of the creative work and experience of the artist, the 
interpretation of works of art, and the nature and givens of 
aesthetic experience” (p. 167); and “definition of text, a crit- 
ical mode, and a particular set of aesthetic problems” (p. 
171). Through the accuracy of her scholarship, her breadth 
of knowledge, and her clarity of thought, Spitz provides us 
with a reasonable framework, a prolegomena, within which 
to advance our understanding of the making, the meaning, 
and the message of art. 


WILLIAM A. FROSCH, M.D, 
New York, N.Y. 


The Discovery of the Art of the Insane, by John M. Mac- 
Gregor. Princeton, N.J., Princeton University Press, 1989, 
377 pp., $49.50. 


The author posits that the insane are capable of producing 
pictorial art. He also finds it an interesting phenomenon of 
psychiazry, art criticism, and aesthetics that it remained so 
long undiscovered and that, once discovered, it has been so 
long urappreciated. Dr. MacGregor, an art historian and 
psychoznalyst, provides a brilliant survey of the artists who 
discovered the art of the insane, such as Hogarth, Dubuffet, 
Dali (who professed himself mad), and Klee; artists who 
were hospitalized for insanity; patients who became bril- 
liantly artistic during their psychoses; psychiatrists who took 
an interest in the art of the insane as an interesting sympto- 
matic behavior; and, finally, those who appreciated the art 
itself. The chapters are immensely rich in scholarship, illus- 
trations, and insight. This, together with the author’s lucid 
writing style, makes for an interesting, informative, and plea- 
surable read. 

Larger questions, such as the changing views of insanity, 
the relationship between creativity and insanity, the “insan- 
ity” of modern art (a criticism their contemporaries leveled 
at the expressionist painters), and the function of art, all 
receive excellent attention. MacGregor’s background in art 
history is evident in the ease and brilliance with which he 
provides the necessary historical-cultural background for 
each artist. He is able to dissect what is unique to each artist 
and distinguish it from the contemporary aesthetic standards 
of the time so that the focus of the unique psychotic contri- 
bution to the artwork can be considered. 

MacGregor’s psychoanalytic perspective lends depth to his 
work, but it leads him to an unnecessarily pessimistic con- 
clusion. He argues that the art of the insane remained undis- 
covered because it was too threatening to appreciate that the 
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insane might possess artistic insight as part o- their psycho- 
sis. Psychiatrists, who might have been expected to appreci- 
ate the work of the insane, are no different from the rest of 
the nonpsychotic world in this regard and in fect may act in 
collusion with the societal “need” to disavow any meaning 
to the creative efforts of the psychotic. Mac“sregor argues 
that the need to silence these potentially frightening images 
of our deepest selves may become inextricably intertwined 
with the wish to treat. He quotes the surreal stic artist Ar- 
taud’s view of psychiatry as an “inborn enemy of all genius” 


.(p. 285). One suspects that this is an opinion tat MacGreg- 


or views sympathetically in some instances. 

Does treatment of insane artists destroy thei- creativity? In 
particular, do chemical treatments provide creetive straight- 
jackets? MacGregor places a high value on providing psy- 
chotic patients. with an opportunity to communicate their 
experiences—especially if they happen to have artistic tal- 
ent—and fears that short hospitalizations and chemical treat- 
ments do not permit this. There is much to -his view, but 
most readers will find it overstated. 

MacGregor’s theory of artistic production in the insane is 
that the insane artist attempts to regain contact with a lost or 
very disturbed reality by the production of ert. This was 
Freud’s theory of psychotic symptom formation, and its ap- 
plication to artistic work is questionable. One is always left 
with the problem of talent. Everyone is capable of docdling 
and smearing paints, but only a few produce art. It remains 
unclear whether any special relationship exis-s between in- 
sanity and creativity. Finally, one could argue that artists do 
not simply seek to construct a substitute reality that will 
connect them to a saner reality but may seek to repair the 
damage they themselves have done to reality ar even to ex- 
press gratitude to those who try to maintain contact with 
them even as their capacity to respond fails. I know of an 
alcoholic street person with schizoaffective disorder who is 
periodically admitted to our hospital with violent behavior 
motivated by rescue delusions. As he recovers he regularly 
begins to produce drawings and paintings o? considerable 
merit. He then gives these as gifts to the nurs2s and mental 
health workers. The hospital staff has begun to see the be- 
ginning of his artistic production as a sign tha~ the patient is 
adequately medicated and feeling better. 

MacGregor never professes to resolve the problem of in- 
sanity and art. The roots of creativity in any ndividual, in- 
sane or otherwise, remain an enigma. The book does, how- 
ever, alert us to the fact that the insane, like ary other group 
that becomes isolated and alienated from the main body of 
society, have something to say, and that it bzhooves us to 
attend. 


MICHAEL H. SACKS, M.D. 
Tew York, N.Y. 


THERAPIES 


Cognitive Therapy With Schizophrenic Patients, by Carlo 
Perris, M.D. New York, Guilford Press, 1239, 240 pp. 
$27.50. 


At last, a breath of fresh Arctic air wafts over psychiatry’s 
most persistent conundrum—schizophrenia. While Ameri- 
can psychiatry preoccupies itself with how many Schneide- 
rian symptoms can dance on the head of a putatively schizo- 
phrenic person or which receptors and neurotransmitters are 
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affected by the newest psychotoxin, at least one Scandina- 
vian writer is interested in an innovative psychosocial appli- 
cation of cognitive therapy to treat madness. Dr. Perris is an 
Italian emigré in Sweden whose previous work has been pri- 
marily in biological research on depression. 

It is surprising that an approach through cognitive therapy 
to schizophrenia has not been in wide use already because, 
for one thing, thought disorder is a classical, well-agreed-on 
characteristic of schizophrenia and, second, thanks to the 
work of Beck et al. (1) and others, cognitive therapy is cer- 
tzinly fashionable now—especially for treating depression. 

There is probably more replicated, consistent, and persua- 
sive research evidence about the various types of deviant 
communication (including both attention and language use) 
specific to patients with schizophrenia and their families than 
any other set of closely related variables. In 1975, after a 
comprehensive review cf the family studies then available, 
Jacob (2) concluded that they indicated that disorders of 
thinking (in contrast to variables related to roles and affect) 
were specific to families with a schizophrenic offspring. More 
recently, Shenton et al. (3) have provided additional support- 
ive data. Thus, Perris’s approach addresses what may be the 

zart of the matter for many, if not all, persons labeled 
“Schizophrenic.” 

Although this is a shart book, it is dense. In the 70 pages 
that make up the introductory chapters of section one, Perris 
covers subjects usually receiving book-length treatment, such 
as schizophrenia, diagnosis, outcome, vulnerability, cogni- 
tive development, and a number of others. Experts in each 
azea may find the reviews in this heavily referenced tour de 
force oversimplified or incomplete. However, they indicate 
that the author has done his homework. 

For me, Perris’s major contribution appears in the two 
chapters that make up section two. Schizophrenia is not 
likely to be amenable to improvement from a few weekly 
hours of compartmentaiized psychosocial care. One reason 
why intensive psychoanalytic psychotherapy in a hospital 
setting has not proven to be a powerful treatment is that the 
hospital context with which the patients interact for 163 or 
164 out of 168 hours in a week is usually neither defined nor 
tailored to enhance the effects of the psychotherapy. One 
hour of the most intensive, thoughtful, insightful, even char- 
ismatic psychotherapy can disappear into the next 23 hours 
of ward events. By providing a 24-hour-a-day integrated 
treatment package, Perris avoids this frequently fatal concep- 
tual pitfall of psychosocial therapy. To conduct his cognitive 
therapy program, Perris started two small (6—8 patients), 
homelike, intensive, holistic “centers” focused on providing 
an atmosphere like that in'a family group in a normalizing 
community environment. His centers are well staffed, prin- 
cipally by nurses trained in cognitive therapy. To promote 
the sense of normality further, the program is based on the 
academic calendar, and each “student” is asked to sign up 
for a full year’s work. In the suramer, the “students” go away 
on vacation—as is usual in Sweden for people of every social 
status. The centers admit any patient with post-acute DSM- 

JI-R schizophrenia who has “not been entirely burned out 
by prolonged hospitalization” (p. 81). The use of medication 
is minimal; however, patients learn to be responsible for 
their own medicines. 

These two chapters also describe in detail the principles 


and practices of the overall milieu context for the individual. 


cognitive therapy program that is the subject of the book’s 
final section. It is clear that the milieu program has been 
modeled after the well-researched Soteria-Crossing Place 
programs (4, 5). Because of a reliable payment mechanism 
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(national health insurance), Swedish therapeutic programs 
need not be located in hospitals. Unfortunately, such inno- 
vative programs do not usually qualify for third-party reim- 
bursement in the United State (6). 

Holistic treatment packages that rely on cognitive therapy 
in normal milieux are exciting in concept and execution. | em 
certain they will work—however “work” is defined. My ma- 
jor criticism is that a very research-oriented psychiatrist 
missed an opportunity to investigate exactly how powerlul 
an effect such a program has and to compare one theoretical 
model with another. We badly need a study of the cognit:ve 
therapy milieu approach of one Perris house with the intzr- 
personal-phenomenologic approach of a Soteria-type house 
for groups of randomly assigned patients followed for 5 or 
more years. 

Still, Cognitive Therapy With Schizophrenic Patients pre- 
sents a fresh approach described in enough detail to allow 
replication. Will anyone take up the challenge? 
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Social Skills Training for Psychiatric Patients, by Robert Paul 
Liberman, William J. DeRisi, and Kim T. Mueser. New York, 
Pergamon Press, 1989, 246 pp., $24.50; $14.95 (paper). 


It is refreshing indeed to find that some academic psychi- 
atrists remain seriously interested in the problems of psycho- 
social adaptation experienced by most of the long-term vet- 
erans of the mental health nonsystem. Liberman and his 
colleagues have devoted many years to developing, research- 
ing, implementing, and providing packaged modules for 30- 
cial skills training to be used with the most problematic users 
of mental health. services. 

This five-chapter, seven-appendix “how to” volume pro- 
vides a helpful, practical orientation to a field not usually in 
the purview of psychiatrists. It also contains a useful but not 
entirely inclusive (more on this later) annotated bibliogra- 
phy. The kinds of training described in this volume are usu- 
ally given in rehabilitation settings—places that have only 
tenuous, if any, links to psychiatry. Nevertheless, I believe it 
important that psychiatrists have at least a working knowl- 
edge of these types of effective psychosocial interventions. I 
am afraid, however, that this scholarly volume will not re- 
ceive the readership it deserves within our profession because 
it is, to put it bluntly, pedantic and rather boring. Unfortu- 
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nately, this is a reasonably accurate reflection of the nature of 
this particular beast. It is, after all, a technology. Like com- 
puter program manuals, it is difficult to make scintillating. 
However, these programs are for real people, not machines. 
Somehow, the personhoods of the subjects of the illustrative 
cases are so muted as to be lost. It must be admitted, how- 
ever, that the book is in keeping with academic psychiatry’s 
current technological, biomedical Zeitgeist. In a sense, this 
volume may be seen as a translation of a psychosocial inter- 
vention art form into a more acceptable and replicable lab- 
oratory-test-like recipe. 

For me, a major problem with the book is its failure to 
attend properly to the critical importance of the relationship 
of the secial skills trainer with the trainee. Discussion of the 
need for a therapeutic alliance is relegated to the last chapter, 
“Overccming Resistance to Social Skills Training,” which 
reads as if it were included mostly for the sake of complete- 
ness. There is excellent consensus in the psychosocial inter- 
vention research literature that little behavioral change can 
be expected without a good working therapeutic alliance. 
More attention to this area might also have made this vol- 
ume more human and readable. 

About the bibliography, there are two glaring omissions: 
Paul and Lentz’s seminal study of remarkably effective, be- 
haviorally focused inpatient milieux for extremely long-term 
backward patients (1) and Lukoff et al.’s comparison of a 
“holistic health” inpatient milieu with a behavioral one for 
long-stay patients (2). The holistic approach was as success- 
ful as or perhaps more successful than the behavioral one. 
What is especially perplexing about the latter omission is 
that this study was conducted in Liberman’s own Camarillo 
State Hospital setting, and he is one of the authors. 

Despite these shortcomings, the authors have done the 
field a great service in providing a very compact, useful de- 
scription of how to conduct a known effective psychosocial 
intervention program. 
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Cognitive Therapy for Depression and Anxiety: A Practi- 
tioner’s Guide, by Ivy-Marie Blackburn and Kate Davidson. 
Chicago, Mosby-Year Book, 1990, 221 pp., $39.95. 


The authors are cognitive therapists who have drawn on 
their clinical experience to describe many of the practical 
issues of the management of depressed and anxious patients. 
In particular, Blackburn has made a number of contributions 
to the clinical and research literature on the cognitive model 
and the treatment of depression. Most recently, she pub- 
lished a self-help book for depressed patients based on cog- 
nitive therapy principles (1). 

The present volume is divided into two parts. The first 
addresses basic issues such as the description of the syn- 
dromes of depression and anxiety, the cognitive therapy 
model, the skills required for successful cognitive therapy, 
and specific cognitive therapy techniques for depression and 
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anxiety. The second part provides case transcripts of a pa- 
tient with major depression and a patient with generalized 
anxiety disorder. These two cases are followed from the ini- 
tial interview and case concertualization to the termination 
of therapy. The authors conclude with a disccssion of the 
problems commonly encountered in cognitive therapy and 
their resolution. 

One of the very positive features of this volume is that 
Blackburn and Davidson consider both depression and anx- 
iety. The basic rationale and most of the techniques for treat- 
ing these disorders are identical, and it becomes clear in the 
case descriptions that there is a great deal of transfer “rom 
the treatment of depression to the treatment of anxiety. 
These case transcripts and the authors’ commentary make 
concrete many of the elements of cognitive therapy that 
would not be apparent from simply reading descriptions of 
the techniques. Moreover, these transcripts give the reader 
some sense of how different cognitive intervertions fic to- 
gether over the course of treatment with a patient. 

There were other positive features of this volume as well. 
The authors are British; however, there is little use of British 
idiom that might interfere with the American reader’s under- 
standing of the material. The volume is clearly written and 
well organized. In the early chapters, devoted to the under- 
pinnings of cognitive therapy, key concepts are emboldened 
and placed in the margin. This allows the reader to quickly 
scan for relevant concepts. Overall, the book should serve as 
a good introduction to cognitive therapy for the novice and 
experienced clinician alike. 


REFERENCE 


1. Blackburn I-M: Coping With Depression. Edinburgh, W & R 
Chambers, 1987 : 
l 
MICHAEL W. O’HARA, PH.D. 
lowa City, Iowa 


Brief Therapy Approaches to Treating Anxiety and Depres- 
sion, edited by Michael D. Yapko. New York, Brunneri Ma- 
zel, 1989, 384 pp., $39.95. 


Before discussing the specific aspects of this bcok, I should 
like to discuss the general area it is involved with—strategic 
psychotherapy. As psychiatry has become more interested in 
quantifiable, reproducible results, those areas which are eas- 
ier to quantify (e.g., epidemiology and psychopharmacy) 
have tended to come to the fore, while those waich are dif- 
ficult to quantify (e.g., interpersonal interactions) tend to be 
relegated to “clinical art” until such time as we achieve 
greater sophistication and make the effort to quantify them. 
(Of course, there have been some recent strides in quantify- 
ing the area of short-term psychotherapy of depression.) 
Strategic psychotherapy is therapy evolved from the teach- 
ings of Milton Ericksen on hypnotic techniques. Although it 
appears that some of the authors in this volume have some 
interest in the question of classification of treatment and 
response, until recently most of these practitioners believed 
that each case was unique and should not or could not be 
combined into treatment categcries. This left psychiatric prac- 
titioners confused as to whether and how they could integrate 
these teachings into their practices, which are syndrome and 
classification oriented. To demonstrate the potential valve of 
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paying attention to interpersonal response sets, I will give an 
example from a recent personal experience. 

I staff a psychopharmacology maintenance clinic one day a 
week at the Veterans Administration. Two types of time slots 
are available: 20 minutzs for routine stable patients and 30 
minutes for patients who appear to be having some difficulty. 
On occasion, due to scheduling processes, a routine visit will 
be scheduled in a 30-minute slot. Mr A, a stable patient with 
the diagnosis of schizoaffective disorder, appeared at my 30- 
minute time slot. ] had seen Mr. A only three times, although 
he had been an outpatient clinic patient for 38 years and had 
seen other physicians. Although not uncooperative, Mr A 
was emotionally attached to his medication regimen and was 
resistant to questions or suggestions that might lead to a 
change in it. On this occasion he said that he was feeling fine 
end wanted a renewal of his medication. Fearing he was not 
revealing some difficulties that had caused him to be referred 
to the 30-minute visit, I reminded him that the 30-minute 
time slots were used only for “people in difficulty or with 
special problems.” After thinking a moment, he gave a de- 
tailed history of 40 years of severe obsessive-compulsive 
symptoms that he had never revealed to previous caregivers. 
Asked why he waited so long to mention this, he replied, a 
bit sheepishly, “It was kind of personal.” This is an example 
of where an inadvertent change in response set resulted in 
substantial changes in treatment. (Due to his resistance to 
medication changes Mr. A was referred for behavioral ther- 
apy for his obsessive symptoms.) 

This book is a compilation of papers presented at the 
Fourth Annual Conference on Hypnotic and Strategic Inter- 
ventions held at the Milton Ericksen Institute in San Diego in 
1988. The writing style is consistently readable throughout, 
and the book is well edited and has a wealth of clinical 
examples. There are four sections. The first is the keynote 
address by Martin Seligman. Seligman talks about personal- 
ity characteristics (he calls them attributional styles) that 
make people either vulnerable or resistant to emotional ill- 
ness and stress. He cites relevant clinical examples from psy- 
chology that appear to dovecail with the extremely small 
literature to be found in psychiatry. I felt this was a chapter 
well worth reading. 

The second section is entitled Interventions for Depression 
and consists of eight chapters. Two of these deserve individ- 
ual mention. One is a theoretical piece by Rossi, which is a 
little slow going. The second is a discussion by Yapko of 
patients’ relationships to time in regard to the hypnotic treat- 
ment of depression, which should be cited for its organiza- 
zion. The remaining chapters are clinically oriented descrip- 
tions of how different praczitioners have used hypnotic 
zechniques in different clinical situations to treat depression. 
Although the diagnostic categories in the chapter by Salemeh 
are a bit idiosyncratic, the chapters are generally interesting 
and valuable. 

The third section is entitled Interventions for Anxiety. This 
section discusses in a relatively detailed way various strate- 
gies by which hypnotic techniques can be used to help alle- 
viate anxiety symptoms. Several approaches are discussed, 
and readers might wel! find cne that suits their therapeutic 
study. 

The fourth section, Therapeutic Approaches for Anxiety 
and Depression, consists of several chapters on treatment 
techniques that apparently the editor felt were not easily 
categorized into the previous sections. Except for the chapter 
on treatment of anxiety and depression in chronic pain, 


which is probably of interest to specific practitioners, the 
subject matter of these chapters resembles that of sections 
two and three. 

In sum, this is a readable, well-written book on hypnotic 
treatments for anxiety and depression. Since the level of de- 
velopment of this area is closer to clinical art than clinical 
science, it will probably be of more interest to clinicians than 
to researchers. For clinicians it certainly is worthwhile to gain 
some idea of what techniques might be available in this area. 


JAMES REICH, M.D., M.P.H. 
Brookline, Mass. 


A Concise Guide to Group Psychotherapy, edited by Sophia 
Vinogradov, M.D., and Irvin D. Yalom, M.D. Washington, 
D.C., American Psychiatric Press, 1989, 169 pp., $18.50 


(paper). 


Despite its proven power, efficacy, and cost effectiveness as 
a treatment modality, group therapy has been eclipsed by 
other types of treatment since its peak in the 1970s. Why this 
is the case is uncertain and subject to speculation. In part, the 
decline of group psychotherapy may be due to the waning of 
the encounter movement of the 1960s and 1970s, a great 
boon for group psychotherapy. Nevertheless, group therapy 
remains a powerful and stimulating tool for both treatment 
and training. 

The appearance of this compact and accessible guide to 
group therapy follows a trend in the “manualization” of 
treatment (1-3). This small volume neatly distills Yalom’s 
classical thinking about the functioning of therapy groups. 
Covered here are topics ranging from basic concepts to the 
rationale for group therapy, curative factors, and practical 
matters like creating a group, tasks and techniques of group 
leaders, managing problem patients, exercises to structure 
and catalyze group process, writing process notes, and ap- 
plications of groups to special settings and clinical problems. 

The focus here is straightforward, easily digestible, and 
entirely lacking in jargon or ideological ax grinding. The 
book is detailed enough to be useful, yet accessible enough to 
be a handbook. The book is well indexed and the layout 
allows for tireless consultation. 

A Concise Guide to Group Psychotherapy will be useful 
for trainees in psychiatry, psychology, and social work as 
they do group therapy. Supervisors will find the book ex- 
tremely useful in educating trainees in basic group therapy 
issues. Although the book is not a substitute for careful su- 
pervision, it is a practical adjunct to the supervisory process. 


MARVIN W. ACKLIN, PH.D. 
Honolulu, Hawaii 
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The Osheroff Debate: Finale 


Sir: A number of issues have been raised by Dr. Stone’s 
response and by others who have written letters to the Editor 
about the Osheroff v. Chestnut Lodge discussion (1, 2). I will 
address 1) clinical issues regarding the diagnosis and treat- 
ment of Dr. Osheroff, particularly the diagnosis of person- 
ality disorder (3), and 2) my assessment of the implications 
of this case for psychoanalysis and the psychodynamic 
school of American psychiatry. 

_ Dr. Stone and other apologists for Chestnut Lodge make 
much of Dr. Osheroff’s having a diagnosis of narcissistic 
personality disorder. This is somewhat surprising, since the 
personality issue was not salient on admission or in the early 
weeks of hospitalization. According to hospital records, the 
discussion at the case conference held about 6 weeks after 
Dr. Oskeroff’s admission emphasized the necessity of long- 
term intensive psychotherapy for his psychotic depression. In 
subsequent clinical discussions, at the time of his transfer to 
Silver Hill, and as the legal proceedings developed, the diag- 
nosis of Dr. Osheroff’s personality disorder became increas- 
ingly prominent. 

Dr. Csheroff has reviewed the evidence for this diagnosis 
in a letter to the Editor, and I have little to add. I do, how- 
ever, wish to comment on the function of the personality 
disorder diagnosis. There are two purposes served by label- 
ing/diagnosing Dr. Osheroff as having a narcissistic person- 
ality disorder. First, the diagnosis legitimizes post hoc the 
decision of the clinical staff at Chestnut Lodge to persist in 
psychotherapy without use of biological treatments. Almost 
all psychiatric experts, including Dr. Stone, and the APA 
Manual of Psychiatric Peer Review are explicit in their state- 
ments that, for psychotic depression, biological treatments 
are necessary and psychotherapy plays a secondary role. 
How, then, to justify the decision of the Chestnut Lodge staff 
not to give medication to Dr. Osheroff? By shifting the focus 
of the clinical diagnosis from his depression to a presumed 
personality disorder. Second, diagnosing/labeling him as 
having a personality disorder serves to make his complaints 
less credible and to invalidate his efforts to address his griev- 
ances and seek justice in the legal system. What an irony that 
a professor at Harvard Law School should use psychoana- 
lytic characterology as a means to deny justice to a patient 
who has been treated poorly and who suffered damages in 
his personal life, family relations, professional income, and 
hospital staff status. 

Even if the personality disorder diagnosis were accurate, it 
should not have influenced the use of biological treatments 
for a psychotic depression. Almost all experts, including Dr. 
Otto Kernberg, a leading psychoanalyst, agree that with the 
emergence of a psychotic depression, treatment of the de- 
pression takes precedence over treatment of the personality 
disorder. 

The psychodynamic school has become increasingly pre- 
occupied with characterology, having almost completely 
abandored the symptom neuroses. Considerable impetus for 
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this shift was given by the promulgation of DSM-III and the 
delineation of axis II for personality disorders. The validity 
of most of the personality disorders delineated in DSM-III, 
including narcissistic personality disorder, remains unestab- 
lished. More important for this case is the terdency in clin- 
ical discussions and theoretical discourse to use the term 
“personality disorder” in a pejorative fashion as a moral 
judgment. To label an individual as having a personality 
disorder is to render him or her less entitled to administrative 
and legal protection and less powerful politiczlly. 

Related to the focus on characterology is the tendency of 
the psychodynamic school to avoid issues of evidence for 
therapeutic efficacy. In trying to explain Dr. Dsheroffs re- 
covery from depression after his transfer from Chestnut 
Lodge to Silver Hill, Dr. Stone invokes the fanciful explana- 
tion that the transfer involved a fantasied tr umph of Dr. 
Osheroff’s narcissism over the doctors and in:titutions. We 
are not given any evidence for this interprecation. If Dr. 
Stone and the staff of Chestnut Lodge had believed in the 
effectiveness of this intervention, they could have transferred 
Dr. Osheroff at many points during his 7 moaths of hospi- 
talization at Chestnut Lodge. There is no reported study of 
this intervention as a treatment for psychotic depressicn. In 
contrast, there are numerous randomized, cont-olled trials of 
the efficacy of ECT and the combination of tricyclic and 
neuroleptic medications in the treatment of psy-hotic depres- 
sion. What strange clinical logic to ignore avaiable evidence 
in favor of a conjecture based on doctrine. 

Dr. Stone casts his discussion as a debate between psy- 
chodynamic psychiatry and scientific psychietry, equating 
scientific psychiatry with biological psychiatry Here, again, 
there is an irony: why doesn’t psychodynarric psychiatry 
attempt to be scientific? Why does psychodynamic psychia- 


‘try not abide by the usual scientific principles -egarding fal- 


sifiability, experimentation, replication, and concern for re- 
liability and validity (4)? 

The psychodynamic school was the dominant school in 
clinical, research, and academic settings in American psychi- 
atry in the period after World War II. The sen or leadership 
in the Public Health Service of the federal government was 
very sympathetic to psychoanalytic ideas and methods in the 
early decades of the National Institute of Mental Health 
(NIMH) program; the psychoanalysis cf mary psychiatric 
researchers was subsidized by federal money as part of a 
career development program. The chairpersons of leading 
departments of psychiatry in medical schools were often psy- 
choanalysts, and the “best and brightest” of psychiatric res- 
idents through the 1950s and 1960s sought psychoanalytic 
training. 

That is now changed. Psychoanalysis is now on the defen- 
sive intellectually and scientifically. New schools of psychi- 
atry—biological, social, behavioral—have emerged, and new 
forms of psychopharmacologic treatment and psychotherapy 
have come forth to challenge the therapeutic monopoly of 
psychoanalytic ideas. The leadership at the Alcohol, Drug 
Abuse, and Mental Health Administraticn and NIMH is in- 
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czeasingly biological in orientation, and search committees 
for chairpersons of departments of psychiatry are interested 
in neuroscientists and, at times, have a negative attitude 
toward psychoanalysts. 

How has the psychodynamic school responded to these 
changes? Unfortunately, by apology and argument ad hom- 
inem. It has not generated evidence for its claims of thera- 
peutic efficacy. In this respect it is interesting that proponents 
af the newer psychiatric schools have increasingly used ran- 
domized, controlled trials to support claims for the efficacy 
cf psychopharmacologic and behavioral therapies and as 
weapons in the rivalry among schools of psychiatry and, 
particularly, the interprofessional rivalry between psycholo- 
gists and psychiatrists. 

The title of Dr. Stone’s paper (2) is indicative of this re- 
sponse of the psychodynamic school. The title announces his 
reply to my indictment of psychoanalysis. This is unfair to 
me. “Indictment” has a specific meaning in criminal law, 
implying a violation of criminal statute. While I am critical of 
psychoanalysis and skeptical of some of its claims, to invoke 
the term “indictment” is to go far beyond my argument. It is 
not an accurate representation of my views, and it serves to 
mobilize the believers in psychodynamic therapy by discred- 
iting me and attributing to me a position that I have not 
taken. 

Dr. Stone’s argumen: seems to be that the professional and 
scientific difficulties that the psychodynamic school is expe- 
riencing result from the use of the courts by scientific/bio- 
logical psychiatrists like myself to advocate our professional 
views. Of course, I have a point of view and have expressed 
it in various settings, including court cases such as the 
Osheroff case. Dr. Store and his colleagues do not hesitate to 
express their point of view. There is nothing conspiratorial, 
undemocratic, or unprofessional in this advocacy. In fact, it 
was Dr. Stone who first drew attention to this case in the 
New England Journal of Medicine (5). 

The current prablems of psychoanalysis and the psychody- 
namic school are not the result of critics such as myself. 
Would that we were so powerful! Rather, the psychody- 
namic school has failed to respond adequately to new devel- 
opments. For example, consider the status of the symptom 
neuroses: phobias, obsessions, compulsions, anxiety, depres- 
sion, and dissociative szates. In the past, psychoanalysis has 
contributed greatly to cur diagnostic and therapeutic under- 
standing. The situaticn has changed dramatically. If one 
looks at the programs of recent APA annual meetings, one 
finds that in the many lectures, discussions, and symposia on 
obsessive-compulsive disorder, phobia, depression, and 
panic disorder, the psychoanalvtic school was hardly repre- 
sented. What new contributions have psychoanalysts made 
to the understanding and treatment of phobias? Is there any 
evidence about new psychoanalytic treatment of obsessive- 
compulsive states? 

Moreover, the new treatments—psychopharmacologic 
and behavioral—have supported their claims for efficacy by 
randomized, controlled trials. There are no reports on con- 
trolled trials of dynamic treatment of these clinical states. A 
few efforts are now underway, namely, the work of M. 
Horowitz on stress disorders, of L. Luborsky and his asso- 
ciates on the use of supportive-expressive therapy for heroin 
addicts maintained on methadone and, more recently, for 
patients with depression, and the efforts of a psychoanalytic 
study group on panic led by A. Cooper and K. Shear. How- 
ever, these efforts are at a relatively early stage in their de- 
velopment and have net had an impact on research thinking 
or clinical practice. 
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Let me make my position on psychoanalysis and psycho- 
therapy explicit. I am not a biological psychiatrist, nor am I 
hostile toward psychotherapy. I do not rely exclusively on 
psychopharmacologic agents, and I have been active in psy- 
chotherapy research for 20 years. I am not hostile toward 
psychoanalysis. My dominant feelings about psychoanalysis 
are frustration and disappointment. 

There is resistance within the psychoanalytic commurity 
to confronting the issues of the scientific status of psycho- 
analysis and the need to generate evidence for the claims of 
efficacy of psychoanalysis and psychodynamic psychotker- 
apy. Unless these issues are grappled with by the psycho- 
analytic leadership, I am pessimistic about the future of 
our profession, which has been greatly enriched by psycao- 
analytic ideas and psychodynamically oriented teachers and 
clinicians. 
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GERALD L. KLERMAN, M.D. 
New York, N.Y. 


Dr. Stone Replies 


Sır: This coda to the Osheroff dispute seems to be in the 
adversarial mode Dr. Klerman espoused when he chose to 
testify against Chestnut Lodge. Here Dr. Klerman labels me 
an “apologist” and implies that I have questionable motives. 

Some of his comments might suggest to readers that, like 
Dr. Klerman, I had direct personal or professional involve- 
ment in this matter. I must therefore reemphasize the fact 
that I was not retained as an expert witness, nor did I have 
any clinical connection with Chestnut Lodge. My only in- 
volvement has been my academic commentaries on the legal 
significance of the litigation. In that connection, my response 
to Dr. Klermar’s paper emphasized that he had mischazac- 
terized the precedential value of a case settled out of court 
and that there was no legal authority for what he called the 
“right to effective treatment.” Therefore, any standards 
based on his misunderstanding of the law were not velid. 
Furthermore, the standards he proposed had ominous impli- 
cations for the psychodynamic school, and in the long run, 
his approach would be counterproductive even for the “‘sci- 
entific” psychiatry he favored. Dr. Klerman does not respond 
to these basic criticisms set out in my response. Instead, he 
replays two themes: the diagnosis and transfer of the patient 
and the scientific status of psychodynamic psychiatry. 

As to the theme of the diagnosis and transfer, it should be 
recalled that Dr. Klerman asserted that a working diagnosis 
of narcissistic personality disorder was negligent, even 
though an affective disorder was also diagnosed. My re- 
sponse, based on published information, set out details of the 
clinical history omitted by Dr. Klerman which demonstrated 
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that such a diagnosis was entirely plausible. I also empha- 
sized the frequency of the narcissistic personality diagnosis 
in that time period as further evidence against Dr. Kler- 
man’s uncompromising judgment that his colleagues be- 
haved negligently. 

My suggestion that the diagnosis might have been reason- 
able at the time is apparently reprehensible to Dr. Klerman. 
He is prepared to borrow a familiar page from the antipsy- 
chiatry polemicists who refuse to recognize that a psychiatric 
diagnosis can be both clinically correct and personally of- 
fensive. Dr. Klerman, like many “expert witnesses,” has sim- 
ply overstated his case. To make his point, he is now willing 
to repudiate the DSM-III personality disorders. Ironically, 
in his original paper, adherence to DSM-III was the very 
standard of care he wanted to impose on his psychodynamic 
colleagues. 

I continue to believe that the diagnosis of narcissistic per- 
sonality disorder was not negligently made, nor was it in- 
tended to be pejorative or morally condemnatory. And I did 
not suggest that such a diagnosis would justify the 7-month 
course of exclusively psychoanalytic treatment at Chestnut 
Lodge. As Dr. Klerman recognizes, I clearly stated that when 
Dr. Osheroff’s condition deteriorated and when there were 
obvious symptoms of a major depressive disorder, consulta- 
tion and alternative treatment were indicated. Therefore, Dr. 
Klerman’s statement that I “would deny justice to a patient” 
through psychoanalytic characterology is, at the least, ill 
considered. 

Dr. Klerman finds my opinion about Dr. Osheroff’s sud- 
den and dramatic improvement after his transfer ‘“‘fanciful” 
and illustrative of the “strange clinical logic” common to 
psychoanalytically oriented colleagues. He apparently pre- 
fers to believe that Dr. Osheroff’s dramatic improvement was 
entirely due to the drugs he was given. Perhaps it will help 
readers to sort out this disagreement if I restate my under- 
standing of the issues. First, before his hospitalization, Dr. 
Osherotf had several times been medicated for depression in 
exactly the efficacious fashion Dr. Klerman would require, 
without dramatic improvement. Second, Dr. Osheroff was at 
a therapeutic impasse at Chestnut Lodge, with an intense 
negative transference, when an experienced consultant sug- 
gested transfer to a different hospital. Third, Dr. Osheroff’s 
own account of the effect of the transfer indicates that he 
experienced a profound psychological improvement before 
the time at which one would expect the medication to take 
effect. Also, the quality of his psychological improvement 
was unlike that usually seen in patients on a combined reg- 
imen of phenothiazines and tricyclics. Fourth, the psychia- 
trist who was directly responsible for Dr. Osheroff’s overall 
treatment at the second hospital emphasized the importance 
of the different psychiatric milieu in the patient’s dramatic 
improvement. Fifth, it has been my clinical experience that 
patients frequently benefit from a change when they are at 
a negative therapeutic impasse. The same (presumably effi- 
cacious) treatment works better when given by a different 
doctor in a different setting. If Dr. Klerman believes that 
this account demonstrates a “strange clinical logic” which 
he would eschew, then I am at a loss to know how he un- 
derstands the role of transference in the clinical practice of 
psychiatry. 

The second theme in Dr. Klerman’s coda laments, as did 
his paper, the unscientific nature of psychoanalysis and its 
current decline. He adds only that the word “indictment” as 
used in the title of my paper discredits him. ] must confess 
that my earlier word choices were harsher. It seemed to me 
that Dr. Klerman had done more than indict; he had, in fact, 
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judged and sentenced. He hed declared psychoanalysis and 
psychodynamic psychiatry obsolete by his scientific stand- 
ards and had proposed legal barriers to heir practice. 
Whether he did this out of frustration or hostility seems 
irrelevant. Certainly, his proposal would undermine the pro- 
fessional credibility of psychodynamic practitioners. 

Dr. Klerman made two kinds cf argumerts against the 
psychodynamic school. First, he attacked the scientific status 
of psychoanalytic theory, citing the philosopher of science 
Grunbaum. Second, he criticized the lack of dinical efficacy 


studies, such as those requir2d by the Food and Drug Ad- 


ministration for drugs. Neither of these arguments is new 
or original with Dr. Klerman. They heve both been made 
by various critics for decades. What was rovel was Dr. 
Klerman’s insistence that they were now rel=vant to legal 
determinations of what constitutes negligence in the practice 
of psychiatry. Therefore, my response focused on the legal 
considerations. 

Here I would briefly add that whether or noz psychcanal- 
ysis is a “science” is a matter of competing definitions of 
science (1). Psychoanalysis is not a science as that concept is 
defined by logical! positivists like Grunbaum or by the para- 
digm of biological materialism that now domizates much of 
American psychiatry. Biological materialism may even-ually 
explain memory, but it will never explain memories. As long 
as psychiatry deals with human memories and the relation 
between symptoms and the human experience, it will need 
more than the limited understanding supplied by these nar- 
rowly defined concepts of science. 

As to the efficacy arguments, Dr. Klerman’s strict standard 
of scientific scrutiny has not been equally epplied to the 
available clinical efficacy technology on which he relies. The 
recent disputes about the interpretation of the results of the 
NIMH collaborative research on treatment of <epression (2) 
amply demonstrate the lack of scientific unanimity produced 
by current methods of studying clinica. efficecy. One does 
not have to be a Luddite or an enemy of scientific psychiatry 
to suggest that until we know much mere about the neuro- 
sciences, we are still crawling on our hands end knees. We 
are at the early stage of a long journey in search of cefini- 
tively efficacious treatments for our patients. 

Dr. Klerman, for the first time in this coda, explicitly ac- 
knowledges that he used the Osheroff litigation as an occa- 
sion to advocate his own professional views in court. He 
therefore confirms a basic thesis of my criticism. During the 
past two decades, psychiatry has been turning end twisting in 
the winds of litigation. At every turn and twist we were told, 
as Dr. Klerman tells us, that it was a matter of justice for 
patients. But in fact the impetus for legal change in this field 
has come from lawyers and self-interested professional ex- 
perts who have advocated their own views. Sometimes the 
professionals, ignoring or discounting efficacy, were hostile 
to ECT or to antipsychotic medicaticns. Typically, they 
sought to reject the medical model of mental illness and 
treatment. The one consistent result of this litigation has 
been to limit the discretionary judgment of the psychiatrist. 

Dr. Klerman’s attack is frem the other side, so to speak, 
but it would have the same cispiriting result. Jt would nar- 
row and limit our profession to a cookbook of recipes sent 
down from on high. The threat of malpractise liability in- 
voked by Dr. Klerman and the fiscal discipline of managed 
care join forces in this cookbook mentality that now erodes 
professional autonomy in the name of science and efficacy. 
Our patients who need more than recipe treatments will be 
the victims. 

I agree with Dr. Klerman that psychiatry “hes been greatly 
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enriched by psychoanalytic ideas and psychodynamically ori- 
ented teachers and clinicians.” This enrichment took place 
even though the scientific criteria Dr. Klerman now man- 
dates were never met. That may be a paradox for Dr. Kler- 
man, but for me it demonstrates that the “learning” of psy- 
chiatry comes from a family of humanistic and scientific 
disciplines. Indeed, that is the vital attraction of the profes- 
sion. The art of clinical practice is in weaving these disci- 
plines together; science may be our guide but it is not our 
master. 
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ALAN A. STONE, M.D. 
Cambridge, Mass. 


Thiazide Diuretics and Polydipsia in Schizophrenic Patients 


Sir: The literature linking polydipsia, hyponatremia, water 
intoxication, and hyponatremic encephalopathy in chronic 
schizophrenic patients is voluminous (1). Several cases of 
polydipsia in which a thiazide diuretic is thought to have 
triggered water intoxication and its sequelae have also been 
reported (2, 3). We report here a serious case of hypona- 
tremic encephalopathy that was very likely precipitated by 
hydrochlorothiazide and add the warning that polydipsia 
should be ruled out before thiazide diuretics are prescribed 
for patients with schizophrenia. 


Mr. A, a 32-vear-old schizophrenic patient whose con- 
dition had been stable with a regimen of fluphenazine dec- 
anoate, 1 cc every 2 weeks, for more than a year, was 
hospitalized after his mother noted that he was more with- 
drawn than usual, nor sleeping, and drinking excess fluids. 
The patient, hospitalized for 24 days, continued to receive 
fluphenazine decanoate injections and was also started on 
hydrochlorothiazide, 50 mg/day, for hypertension (his 
blood pressure was 150/90 mm Hg). 

Three weeks after discharge, Mr. A’s mother found him 
in bed, diaphoretic and mute. He was admitted to the 
intensive care unit in status epilepticus, which was termi- 
nated with intravenous phenytoin sodium and diazepam. 
On admission, his serum sodium level was 108 med/liter. 
A drug toxicity screen was negative. When he was given a 
short course of 3% normal saline while a large free water 
diuresis developed, his serum sodium level rose to 135 
meq/liter in about 8 hours, suggesting that pituitary func- 
tion was normal. He had no further seizures. 

Mr. A’s mother reported that during the week before 
this hospitalization, he had been drinking 3—4 quarts of 
beer and up to 6 liters of soft drinks each day. He was also 
smoking 3—4 packs of cigarettes daily. Because of the large 
amount of liquid consumed, and because his serum so- 
dium level was quickly corrected, a diagnosis of psy- 
chogenic polydipsia and diuretic-induced hyponatremia 
was made. The diurezic was discontinued, and the patient 
was dischargec on a regimen of oral captopril, 25 mg 
t.i.d., to contrcl hypertension. The suspicion that hydro- 
chlorothiazide had precipitated this episode was supported 
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when, several weeks later, Mr. A again consumed large 
quantities of liquids while continuing to smoke heavily, 
was rehospitalized, but was asymptomatic this time and 
had a normal serum sodium level. 


It is not known why some patients with chronic schizo- 
phrenia drink excessive amounts of water, particularly dur- 
ing relapse, or why about 3% of those who do so develop 
hyponatremia (4). It is suggested repeatedly in the literature 
on polydipsia that the increased dopamine activity associated 
with schizophrenia perturbs the mechanism controlling thirst 
and/or stimulates excess secretion of antidiuretic hormone, 
leading to greater retention of water and dilution of sodium 
in serum (3). Neuroleptics and nicotine from heavy cigarette 
smoking (4) are also mentioned as possible contributing 
causes of hyponatremia. 

Thiazide diuretics inhibit reabsorption of sodium in the 
kidney, causing loss of both sodium and water from serum. 
Impaired urinary dilution and inappropriate antidiuretic 
hormone secretion can also contribute to thiazide-induced 
hyponatremia (5). By drinking excess water, schizophrenic 
persons who take these diuretics can then further dilute se- 
rum sodium to life-threatening or lethal levels. 

Excess water consumed by polydipsic schizophrenic pa- 
tients should be considered a “drug” in a potential drug-drug 
interaction with any substance that alters water balance. The 
polydipsia diagnosis should be conspicuously noted in the 
charts of such patients, and a warning about prescribing 
thiazide diuretics should appear. 
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Unexpected Intracerebral Pathology in Older Schizophrenic 
Patients 


Sır: We wish to report a high frequency of unexpected 
intracerebral pathology in a group of older schizophrenic 
patients, most of whom were men. We obtained CT scans of 
29 patients (27 men and two women) over age 55 during a 
longitudinal study (1). Patients with histories of degenerative 
brain disease, stroke, substantial alcoholism, or brain injury 
were excluded. Several of the scans exhibited lucencies sug- 
gestive of past cerebrovascular accidents as well as other 
pathology. The scans were examined by a neuroradiologist 
(M.T.B.) who was blind to information about the patients. If 
there was an obvious, well-defined cortical or subcortical 
lucency consistent with a past infarct, the patient was con- 
sidered to have had a cerebrovascular accident. Ten of the 
patients (34%) had evidence of a probable past cerebrovas- 
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cular accident, two had bilateral basal ganglia calcification, 
and one had extreme ventriculomegaly. Eight (80%) of the 
probable cerebrovascular accidents were lacunae, one was a 
moderate left parietal lesion, and one was a large subcortical 
lucent area involving the left lenticular and subthalamic nu- 
clei. Four patients had diagnoses of type II diabetes mellitus 
and seven were hypertensive. There was no significant asso- 
ciation of either of these risk factors with cerebrovascular 
accident in this group. Other risk factors (e.g., smoking, fam- 
ily history) were not systematically examined. 

There were substantial clinical correlates of the CT find- 
ings in three of the patients: 1) the patient with a large sub- 
cortical infarct had severe right-side hemiparkinsonism that 
had been previously misdiagnosed as tardive dyskinesia, 2) 
one of the patients with bilateral basal ganglia calcification 
had severe tardive dyskinesia and cognitive impairment, and 
3) a patient with a recent history of behavioral deterioration, 
originally attributed solely to a reaction to his mother’s 
death, had severe ventriculomegaly and cognitive dysfunc- 
tion. Subsequent longitudinal follow-up of this patient re- 
vealed progressive cognitive decline, and he was given a di- 
agnosis of probable Alzheimer’s disease in addition to 
schizophrenia. 

Cerebrovascular disease occurs more frequently in older 
persons; nevertheless, a surprising number of these patients 
had probably had a cerebrovascular accident. We did not 
study age-matched normal control subjects, but past studies 
have estimated the rate of unsuspected infarction in older 
normal subjects (2) and in younger schizophrenic patients (3) 
as 2.5% and 5.5%, respectively. Further systematic investi- 
gation of patients in this age group is warranted. 

Although most of the abnormalities observed in these pa- 
tients were clinically silent, in three cases there were obvious 
and severe associated behavioral or neurological findings. 
Cerebral lesions may have gone unnoticed because the pa- 
tients did not report symptoms and/or because signs and 
symptoms were misinterpreted by clinicians. The presence of 
dementia or extrapyramidal symptoms in otherwise normal 
persons usually prompts a search for CNS pathology. In this 
sample, however, neurological symptoms (especially extra- 
pyramidal symptoms) and neuropsychological dysfunction 
were quite common, and appropriate neurodiagnostic eval- 
uation had not been performed. These findings demonstrate 
the continued utility of CT scanning in patient assessment 
despite the development of higher-resolution, more expen- 
sive techniques such as magnetic resonance imaging. 
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Safer Use of MAOIs 


Sir: Sometime after the introduction of monoamine oxi- 
dase inhibitors (MAOIs) in psychiatric praccice, it was dis- 
covered that tyramine-rich foods eaten dering treatment 
with MAOIs could produce a potentially serious hyperten- 
sive crisis. After their initial removal from the market, 
MAOIs were returned a few years later with recommenda- 
tions for reduced dosage and avoidance of food and bever- 
ages containing tyramine. Many practicing physicians be- 
came wary of prescribing MAOIs, and patients came to 
regard them as dangerous drugs. As interest in MAOIs began 
to increase, psychiatrists weze warned not to prescribe them 
along with tricyclic antidepressants and never to add an am- 
phetamine-like drug to the treatment regimen. The experi- 
ence of our European colleagues in prescribing both MAOIs 
and tricyclics in the treatment of resistant depressions took a 
while to raise our level of awareness of the relative safety of 
this practice. This fact has not yet found its way into the 
Physicians’ Desk Reference. 

The MAOIs are excellent antidepressant and antipanic 
drugs and are generally without anticholinergic, cardiotoxic, 
or sedative side effects, For patients with atypical depression 
(hypersomnia and hyperphagia), those who cannot tolerate 
anticholinergic side effects, zhe elderly, and medically com- 
promised patients, MAOIs are often the drugs of choice. 
However, legitimate concerns about the risks of hypertensive 
crisis still exist; patients sometimes “‘cheat” on the diet or 
accidentally ingest one of the forbidden foods. While a ma- 
jority of patients seem not ta suffer ill effects, some do expe- 
rience hypertensive crisis. The hypertension can be severe 
and can cause intracerebral bleeding. Haft and Litterer (1) in 
1984 discussed the use of nifedipine for rapid treatment of 
hypertension, and Clary and Schweitzez (2) reported on two 
cases of MAOI hypertensive crisis treated with sublingual 
nifedipine. In the past, hypertensive crises have been treated 
with intravenous nitroprusside drip or intravenous injection 
of phentolamine. These treatments obviously necessitated a 
trip to a hospital emergency room, loss of time in the initi- 
ation of treatment, and considerable expense. in recent years 
the treatment of choice for MAOI hypertensive crisis appears 
to be sublingual nifedipine. 

Sublingual nifedipine generally works in 5—10 minutes, 
very effectively lowers blood pressure, and dces not appear 
to have serious side effects. Absolute recuction in blood pres- 
sure with nifedipine tends tc be in direct proportion to pre- 
treatment blood pressure levels. In my practice, after deter- 
mining that an MAOI is indicated, 1 review the dietary 
restrictions with the patient and provide him or her with a 
printed copy of the diet. Further, I discuss the symptoms of 
a hypertensive reaction and underscore the seriousness of the 
situation. I then prescribe about six 10-mg capsules of nifed- 
ipine with instructions to leave one ir the car, one in the 
office, one in the purse, etc. and tell the patient that in the 
event of a hypertensive headache, he or she should bite into 
the capsule and place the contents under the tongue. The 
patient is instructed to seek 2mergency medical treatment if 
the headache does not disappear or improve within 5—10 
minutes. 

Prescribing nifedipine alorg with MAOIs significantly de- 
creases the risk of intracerebral bleeding. It ess2ntially places 
accepted emergency room treatment in the petient’s pocket, 
reduces the initiation time of treatment, and thereby greatly 
reduces risk. Physicians who have formerly been reluctant to 
prescribe MAOIs because of the risk of hypertensive crisis 
can now feel much more comfortable and avail themselves 
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and their patients of this very useful group of antidepressant . 


medications. 
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Severe Hair Loss Associated With Fluoxetine Use 
Sır: I would like to report the following case. 


Ms. A, a 53-year-old unemployed woman, reported 
having had severe obsessions and compulsions since her 
early 20s. She feared touching items in her house because 
of possible contamination and had extensive ordering and 
checking rituals. Much of her day was spent repeating 
activities until they “felt right.” If she resisted her rituals, 
she became severely anxious and did not feel well until she 
eventually gave in to them. Ms. A felt that she could not 
eat unless “everything had been done exactly correct and 
in order,” and as a consequence she weighed 75 Ib, which 
was 30 lb under her ideal body weight. Her score on the 
Yale-Brown Obsessive-Compulsive Scale was 26, and her 
Maudsley Obsessional-Compulsive Inventory score was 
22. Both of these scores indicated severe disability sec- 
ondary to her obsessions and compulsions. Her Beck De- 
pression Inventory score was 21, indicating moderate 
depression. 

Previous treatments for her obsessive-compulsive disor- 
der had included more than two decades of psychody- 
namic psychotherapy and trials of medications such as 
diazepam, alprazolam, imipramine, and nortriptyline. 
Findings from a medical work-up were normal, and the 
patient was started on a regimen of fluoxetine, 20 mg each 
morning (1-3). The dose was raised over the next 5 weeks 
to 40 mg twice daily, and after 2 months she began be- 
havior therapy with exposure and response prevention. 
Over the next 5 months, she lost 3 1b but complained of no 
side effects of the fluoxetine except for mild “shaky 
hands.” After about 5 more months, Ms. A reported that 
“huge clumps of hair’ were coming from her head when- 
ever she brushed her hair. Examination showed a general 
thinning of her hair, and in a number of areas, the skin of 
her scalp could be clearly seen through the remaining fine 
hairs. A complete medical work-up, including thyroid 
function tests, CBC, and chemistries revealed no other 
cause for the hair loss. She was not taking any other med- 
ication concomitantly. She took great pride in her shoul- 
der-length hair and was very distressed, so she discontin- 
ued the fluoxetine despite feeling that it had helped her 
somewhat. 

Ms. A noted some minimal hair loss even 2 months after 
discontinuing fluoxetine. At 4-month follow-up, hair loss 
had stopped, and hair was growing back. After 6 months, 
her hair had returned to normal, 


A computerized Paper Chase literature search revealed no 


previously reported cases of hair loss or alopecia related to 
use of fluoxetine. In a multicenter trial of about 600 patients 
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who received fluoxetine, alopecia was listed as a side effect in 
less than 1% of the patients, but a causal relationship was 
not determined (personal communication, Dista Pharmaceu- 
tical Co., November 1990). Severe hair loss may be an un- 
common but potentially distressing side effect of fluoxetine. 
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Clozapine as an Alternative Treatment for Neuroleptic- 
Induced Gynecomastia 


Sir: Commonly used neuroleptics, in contrast to most 
other psychotropic drugs, are known to stimulate prolactin 
secretion (1), which may lead to gynecomastia and even ga- 
lactorrhea in some patients (2). Meltzer and Fang (3) ob- 
served 3.2-fold and 3.8-fold increases of prolactin in 27 
schizophrenic men and women, respectively, 72 hours after 
initiating neuroleptic treatment. We report a case in which a 
patient who developed gynecomastia after receiving classical 
neuroleptics recovered from this side effect after switching to 
clozapine. 


Mr. A was a 55-year-old patient suffering from schizo- 
phrenia, residual type. As an outpatient, during one winter 
he needed considerable neuroleptic medication: 15 mg of 
haloperidol, 175 mg of levomepromazine, and 200 mg of 
thioridazine daily, as well as biperiden. At the end of Feb- 
ruary, during a physical examination, the treating physi- 
cian observed bilateral gynecomastia without galactor- 
rhea. The patient’s prolactin level was 23.4 ng/ml (normal 
values in men=2-—10 ng/ml), and his plasma haloperidol 
concentration was 4.4 ng/ml. Because of these findings and 
because his clinical picture had worsened during the last 6 
months, it was decided to decrease the neuroleptic medi- 
cation. Thioridazine and haloperidol were stopped in the 
middle of April, biperiden on April 28, and levomepro- 
mazine on May 2. Clozapine was slowly introduced in 
mid-April, and a final daily dose of 400 mg was reached on 
April 29. 

On May 3 Mr. A’s prolactin level (2.2 ng/ml) was within 
the normal range. However, he was hospitalized 2 weeks 
later because of an increase in several symptoms: loss of 
appetite and weight, psychomotor agitation, incoherence 
in speech and behavior, anxiety, and neglect of grooming 
and work. 

On July 5, all symptoms of gynecomastia had disap- 
peared in parallel with the return to normal of the prolac- 
tin level. In the next few weeks, the global clinical picture 
of the patient improved, as did his sleep, weight (gain of 6 
kg), and anxiety. However, he still presented logorrhea 
and increased motor activity. His hematological measures, 
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checked weekly during clozapine treatment, remained 
within the normal range. 


This case demonstrates, as previously shown, that prolac- 
tin levels rapidly return to normal after neuroleptics are 
stopped. Indeed, Meltzer and Fang (3) observed that after 
patients stopped neuroleptic treatment, their prolactin levels 
were normal within 48—96 hours. The search for neurolep- 
tics that are devoid of extrapyramidal side effects and that do 
not induce tardive dyskinesia has gained much interest. Clo- 
zapine is such an atypical neuroleptic, and it is known to 
have no effect (4) or only a small, transient effect (5) on 
prolactin levels. As demonstrated in this case, clozapine can 
be used as a substitute for other neuroleptics that are potent 
stimulators of prolactin secretion, especially in a situation 
where the patient presents side effects related to this hor- 
monal change and consequently incurs a greater risk of de- 
veloping breast cancer. 
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Thyroid Function and Phototherapy in Seasonal Affective 
Disorder 


Sır: There is a well-known association between thyroid 
dysfunction and abnormalities of mood (1, 2). One of the 
most consistently observed findings in patients with primary 
affective disorder is that a variety of antidepressant treat- 
ments cause limited but substantial decrements in thyroid 
function (1, 2). In particular, treatment with tricyclic anti- 
depressants, ECT, carbamazepine, and lithium causes sub- 
stantial decreases in measures of T, and T, with or without 
changes in thyrotropin (TSH). 

Phototherapy has been documented as an effective treat- 
ment for seasonal affective disorder (3). We were therefore 
interested in determining whether light treatment for winter 
depression would be associated with alterations in thyroid 
function. Although light does not specifically affect the thy- 
roid, phototherapy, by alleviating depression, may alter thy- 
roid function. 

Fourteen subjects, six male and eight female, whose 
mean+SD age was 42.4+12.2 years, consented to partici- 
pate in a treatment program. All received 2 weeks of light 
treatment administered for 1 hour between 6:00 and 7:00 
a.m. at an intensity of 5000 lux. All subjects fulfilled the 
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DSM-III-R criteria for seasonal affective discrder as deter- 
mined by a structured interview in which the Schedule for 
Affective Disorders and Schizophrenia—Lifetime Version (4) 
was used. Blood was drawn just before and at the completion 
of 2 weeks of light treatment. All subjects were medication 
free for the duration of the trial. Standard radioimmunoas- 
says were used for measurement of T,, T;, T; resin uptake, 
and TSH. The free T, index (FTI) was calculated zs the 
product of the T, and T; resin uptake measu-es. 

There was no significant difference between the end of 
light treatment and baseline in mean+SD serum levels of T4 
(117.8421.4 nmol/liter versus 113.5422.5 nmol/liter; nor- 
mal=51-142); T, (2.3+0.5 nmol/liter versus 2.1+0.4 nmol/ 
liter; normal=1,1—3.2); T; resin uptake (0.30+0.02 versus 
0.30+0.02; normal=0.25-0.35); TSH (3.42.7 mU/liter 
versus 3.62.9 mU/liter; normal=0.5—4.5); cr FTI (33.6+ 
4.6 versus 33.2+4.9; normal=13—50). 

Eleven of the 14 patients had an antidepressant response 
to phototherapy. Reanalysis of the data excluding data cn the 
three nonresponders did not substantially alte the findings. 

Phototherapy had no significant effects on thyroid func- 
tion in our group of patients with seasonal affective disorder. 
It may be that more than 2 weeks is required tefore changes 
in thyroid function with light treatment can be observed in 
these tests. The change in thyroid function w th other anti- 
depressants occurred after 4-6 weeks of treatnent (2). 
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A Patient’s Psychotic Interpretation of a Drug Side Effect 


Sır: We would like to report the case of a patient with 
neuroleptic-induced akathisia who developed < delusion that 
external forces were controlling his egs, which represented a 
psychotic interpretation of this side effect. 


Mr. A, a 34-year-old man with a 6-year h story of para- 
noid schizophrenia and poor compliance wich regimens of 
oral medications, was admitted to the horpital with an 
acute paranoid psychosis after missing twc fluphenazine 
decanoate injections. As on previous admi:sions, he had 
delusions focused on his “evil” brother’s “immoral” sex- 
ual behavior. On the evening before admissizn, Mr. A had 
clipped all the photographs from his brcther’s porno- 
graphic magazine and set them on fire in. his bedroom 
wastebasket. 

On admission Mr. A was started on flushenazine, 10 
mg/day p.o., and his psychosis initially im>roved. How- 
ever, after several weeks he complained of restlessness and 
showed psychomotor agitation consistent with akathisia. 
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He was then started on propranolol, but before he could 
respond, it was noted that he was preoccupied and more 
socially isolated and withdrawn. He revealed his belief 
that an outside force—possibly related to his brother— 
was controlling his lezs. He believed that through mental 
control he could wrestle with and overcome the force’s 
effects, although he refused to divulge his methods. After 
his dose of propranolol was increased to 80 mg/day, the 
akathisia and the psychotic ideas about control of his legs 
simultaneously resolved without a change in his neurolep- 
tic medication. As his psychosis improved, on several oc- 
casions Mr. A referred to the restlessness as a side effect of 
his neuroleptic medication. 


Akathisia is reported to occur in 20% of patients receiving 
neuroleptic medication (1). Van Putten found that develop- 
ment of akathisia was a major reason for refusal to take 
antipsychotic agents (2), and Van Putten et al. described 
“‘phenothiazine-induced. decompensations” in which akathi- 
sia was associated with exacerbations of psychosis that were 
similar to the original srmptoms (3). However, we were un- 
able to find cases in the literature of psychotic interpretations 
of akathisia. Although akathisia has been cited in association 
with suicidal (4) and komicidal (5) ideation, it is unclear 
whether this is a result of the severe restlessness itself or is 
associated with similar psychotic interpretations of the 
meaning of the akathisia. This appears to be the first case 
report of a delusicn of external control resulting from a neu- 
roleptic-induced akathisia. 
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Sun Gazing by Patients With Tourette’s Disorder 


Sır: We greatly appreciate the case report by Peter S. 
Kamp, M.D., and associates on retinopathy in psychotic 
adults who gaze at the sun (1). We would like to cite another 
psychiatric condition that causes sun gazing and could lead 
to retinopathy, although such damage was not documented 
in these two patients. 


Ann, a child of above-average intelligence, was 5 years 
old when she was first given a diagnosis of Tourette’s dis- 
order. She presented with multiple moderate vocal and 
motor tics, which classically waxed and waned and 
changed sites with varying degrees of frequency and sever- 
ity. She also had visual-motor-perceptual problems and 
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mild symptoms of attention deficit hyperactivity disorder. 
There was a family history of tics in her relatives, but her 
medical history was otherwise unremarkable. Ann did not 
have any learning difficulties or interpersonal problems 
with peers. The tics were not severe enough to be treated 
medically until she was 8 years old, when the tics wors- 
ened and more obsessive-compulsive symptoms devel- 
oped. At age 5 she had developed a behavior of looking at 
lights and the sun. It was not clear whether this repre- 
sented a compulsion to look or a “rationalization” for a tic 
that forced her gaze upward. Fortunately, this light- and 
sun-gazing behavior lasted only a few months and has not 
returned in 5 years of follow-up. Ophthalmologic consul- 
tation did not reveal any signs of retinopathy. 


John, a 14-year-old boy, had been given a diagnosis of 
Tourette’s disorder when he was 6 years of age. The 
Tourette’s disorder, as well as obsessive-compulsive disor- 
der, had been treated with a variety of medications. The 
patient reported that from age 10 to age 14 years, he had 
had a compulsion to look at the sun “until my vision gets 
black and there is sharp pain in my eyes.” This was one of 
many compulsions that consisted of repeating an act— 
flexing muscles, touching hot objects, etc—until it was 
painful. The symptoms.decreased, but when he was seen at 
age 14 years, John was referred for ophthalmologic con- 
sultation to rule out retinopathy and to obtain sunblock 
glasses. He was lost to follow-up, so results of the retinal 
evaluation are unknown. 


A review of the literature and a discussion with the 
Tourette Syndrome Association (personal communication, 
June 1990) did not reveal any previous reports of retinopa- 
thy or sun gazing in patients with Tourette’s disorder. Thus, 
we would like to add Tourette’s disorder to psychotic disor- 
ders as a potential cause of sun gazing and retinopathy (1). In 
addition, we suggest that clinicians also consider the spec- 
trum of tic disorders and obsessive-compulsive disorder in 
this respect, because of a suspected genetic inheritance link- 
age (2). Since retinal damage can be easily prevented by eye- 
glasses that block ultraviolet radiation (personal communi- 


_cation, G.A. Chrousos, June 1990), we echo Dr. Kamp and 


associates’ plea for physicians, families, and patients to be 
aware of this potentially serious complication and the need 
for ophthalmologic consultation. 
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THOMAS P. KOBYLSKI, M.D. 
WILLIAM L. LICAMELE, M.D. 
Washington, D.C. 


A Variant of the Syndrome of Subjective Doubles 
Sir: In reviewing the literature on delusions of substitu- 
tion, Singer (1) could discern two forms of the syndrome of 


subjective doubles: 1) the Capgras type, in which unseen 
doubles are believed to be active in the environment, and 2) 
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an autoscopic type, first described by Cristodoulou (2), in 
which the patient recognizes physically identical doubles of 
himself in persons around him. 

We present another variant of the syndrome of subjective 
doubles with an unusual disturbance in experiencing time. 


Mr. A, a 19-year-old student, was admitted to a clinic 
because of disturbing auditory hallucinations and suicidal 
ideation. On admission he showed blunted affect and re- 
ported voices commenting on his behavior, audible 
thoughts, and delusions of thought broadcasting and 
thought withdrawal—experiences of influence, yet with- 
out manifest behavioral aberrations. The next day he be- 
came nervous and agitated. On questioning he described 
the impression that he had already been on this ward. He 
was puzzled and irritated because he was conscious of the 
fact that this could not be true. He reported an over- 
whelming sense of familiarity with his surroundings, al- 
though he could not cite any concrete similarities to pre- 
vious experiences. He felt that the individuals on the 
ward—patients and male personnel—were also familiar 
and that they had something in common with him and 
with one another which he could not explain. Later on he 
lost all sense of reality and expressed the conviction that 
all of these men were in fact the same person (namely, 
himself) and that their different appearances were because 
of their different ages. There was the Mr. A of yesterday, 
the Mr. A of tomorrow, and the Mr. A of the day after 
tomorrow. All of these were his own person at different 
times; the oldest was going to die, and then a part of 
himself would be dead. 

Findings from a neurological examination, routine lab- 
oratory investigation, CSF, brain scan, EEG, and a battery 
of psychological tests were all normal. We diagnosed para- 
noid schizophrenia (DSM-III) and treated Mr. A with neu- 
roleptics. After improvement and discharge he tried un- 
successfully to continue his studies. He was readmitted 
with a depressive syndrome after the suicide of his father a 
few months later. He was still taking the neuroleptics pre- 
scribed after the first discharge. On the second admission 
neither first-rank symptoms nor paranoid misidentifica- 
tions could be detected. 


This case differs from the known variants of the syndrome 
of subjective doubles in that 1) the doubles were not just 
believed in, as is true in Capgras’ type, and 2) there was no 
physical identification with them, as there is in Cristodou- 
lou’s type. Otherwise, there are striking similarities to the 
autoscopic phenomena and especially to the deuteroscopic 
type, namely, the experience of a psychological but not a 
physical duplication of one’s real self (3). 

Berson (4) postulated that there are common factors be- 
tween the Capgras and autoscopic phenomena. We think 
that the feelings of dé jà vu, or dé ja vecu, that initiated the 
symptoms in our patient and in Cristodoulou’s original pa- 
tient are identical to the feeling of “belonging” considered by 
Damas Mora et al. (3) to be the most significant feature of 
autoscopy. It seems that feelings of an “ultimate familiarity” 
constitute a cardinal common factor in the development of 
these phenomena and could offer, beyond the fanciful termi- 
nology, the conceptual framework for a more thorough un- 
derstanding and a more simple classification. 
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D. VARTZCPOULOS, M.D. 
I. VARTZCPOULOS, M.D. 
Thessaloniki, Greece 


Dissociation in Endogenous Psychosis 


Sir: Dissociation phenomena were major areas of clinical 
investigation during the time of Janet (1). Subsequently, 
there has been a decline of interest in these clinical syn- 
dromes, although there has been no evidence => suggest that 
the incidence of the phenomena has in any way diminished 
since that time (2). 

Conversion symptoms involving the sensorimotor system 
are frequently seen in patients with somatic diseases (3) and 
psychiatric disorders (4). Shalev and Munitz (5) reported a 
case in which conversion was associated with paranoid psy- 
chosis. The combination of dissociation pLenomena and 
endogenous psychosis is not frequently repor-ed in the liter- 
ature. We report two cases from north Indiz in which pa- 
tients with endogenous psychosis also had dissociation 
symptoms. 


Ms. A, a 52-year-old married woman, had a diagnosis 
of bipolar affective disorder according to the DSM-III-R 
criteria. At the age of 45 years she had had ter first attack 
of endogenous depression. This episode was characterized 
by sadness, weeping spells, suicidal ideas, -nsomnia, neg- 
ative ideas, and psychomotor retardation. Since then she 
had been having one or two attacks of maria and depres- 
sion every year. The manic attacks were ckaracterized by 
increased psychomotor activity, inappropriate euphoria, 
and insomnia. She did not respond to lithium prophylaxis. 
She had been hospitalized three times, once for depressive 
illness and twice for manic excitement. After recovery 
from the third attack of depression, Ms. A began to have 
episodes of unconsciousness during which she would be- 
come unresponsive; these lasted for a few manutes to a few 
hours. Twice during these episodes, EEGs failed to show 
seizure activity. The episodes could be induced by sugges- 
tion, and she had partial amnesia for events during them. 
The episodes always occurred in periods of severe depres- 
sion; she never experienced them during manic psychosis 
and symptom-free periods. 


Mr. B, a 23-year-old unmarried man, wa: an outpatient 
who had a diagnosis of schizophrenia according to the 
DSM-III-R criteria. His first attack of schizophrenia had 
occurred when he was 16 years old. His illness was char- 
acterized by psychomotor excitement, viol=nce, inappro- 
priate affect, and suspiciousness. The sym3toms did not 
remit after the first attack, and although he ^ad been given 
regular maintenance injections of fluphenazine decanoate, 
he had been having one or two acute exacerbations every 
year. After improving from the second attac« of the illness, 
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he started to have episodes of unconsciousness lasting 
from 15 to 30 minutes, during which he would close his 
eyes and clench his teeth. He remained responsive to deep 
and painful stimuli but did not respond to verbal stimuli. 
He experienced three to five of these episodes a week, and 
they could be irduced by suggestion. Twice during such 
episodes, EEGs did net show evidence of seizure activity. 


Both of these cases were characterized by concurrent 
endogenous psychosis and dissociation. The presence of dis- 
sociation in these patients could not be correlated with spe- 
cific life events that were meaningful to them. Could the 
episodes of dissociation have been the result of release of 
psychotic anxiety? 

It is interesting to note that for each of these patients 
there was a time lag following the first episode of psychosis 
before the dissociation symptoms appeared. It is possible 
that in chronic patients, tolerance of stress becomes much 
less, and in these patierts dissociation was precipitated by 
very minor stresses that could nat be elicited by our repeated 
interrogation. 

This report clearly shows that neurotic phenomena are not 
only the domain of neurotic patients but that psychotic pa- 
tients can also develop these symptoms. 
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RAJEEV GUPTA, M.D. 
. LS. CHAWLA, M.D. 
Ludhiana, India 


Organic Mental Disorders and DSM-IV 


Sır: In this journal (1) and elsewhere (2), Z.J. Lipowski, 
M.D., has characterized a proposal to eliminate the category 
of organic mental disorders in DSM-IV as “idiosyncratic” 
and likely to “create confusion” and “impede communica- 
tion.” This proposal was originally formulated by Robert L. 
Spitzer, Janet B.W. Willams, Michael B. First, and Kenneth 
S. Kendler (3) and arose in response to concerns among work 
group members and experts in the field that the organic/ 
nonorganic distinction had become anachronistic. The final 
proposal, presented by the DSM-IV Work Group on Organic 
Mental Disorders (4), has two main goals. The first is to 
facilitate differential diagnosis by grouping phenomenologi- 
cally similar syndromes or disorders in the same major di- 
agnostic class. Thus, the clinician, in determining the differ- 
ential diagnosis of depressed mood, would find within the 
class of mood disorders what in DSM-III and DSM-III-R 
were called organic mood disorder and drug-induced mood 
disorders. A natural consequence of this approach is to retain 
together the traditional ‘pre-DSM-II) organic mental disor- 
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ders of delirium, dementia, and amnestic disorder within the 
overall rubric of cognitive impairment disorders. 

The second goal is to replace the term “organic” with a 
term that is more precise and less likely to perpetuate the 
false implication that the “nonorganic” disorders lack a sig- 
nificant biological component in their etiology. We believe 
that the term “secondary,” as in “secondary mood disor- 
der,” more clearly conveys the DSM-III-R and ICD-10 con- 
structs, namely, a disturbance of mood that is judged to be 
secondary to a nonpsychiatric medical disorder. Dr. Li- 
powski believes that any confusion in the meaning of the 
term “organic” can be solved by the ICD-10 statement that 
the term merely means “that the syndrome so classified can 
be attributed to an independently diagnosable cerebral or 
systemic disease.” We doubt that this or any other attempt to 
redefine “organic” will succeed in overcoming the unfortu- 
nate historical baggage that the term has accrued. In fact, the 
wording of the ICD-10 statement is equivalent to the way in 
which we are proposing that the term “secondary” be used. 

The introduction of any change in psychiatric classifica- 
tion and terminology has the potential for creating short- 
term confusion, since users have to learn new concepts. In 
this case, we feel that the long-term benefits in clarity and in 
improved differential diagnosis, on balance, justify what we 
regard as an important step forward in our nosology. With 
several of our colleagues on the Task Force on DSM-IV and 
the Work Group on Organic Mental Disorders, we are cur- 
rently preparing a paper that makes a complete presentation 
of the proposal, including a historical review, as well as re- 
sponses to critiques of the proposal. 
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ROBERT L. SPITZER, M.D. 
MICHAEL FIRST, M.D. 
GARY TUCKER, M.D. 
New York, N.Y. 


Dr. Lipowski Replies 


Sir: Dr. Spitzer and associates object to my critique of the 
proposed abolition of the category of organic mental disor- 
ders in DSM-IV, yet they fail to provide any convincing rea- 
sons in support of this proposal. A term means no more and 
no less than its definition specifies and this applies to the term 
“organic” in the present context. 1 have just received the 
1990 draft of chapter 5 of ICD-10, which contains a sepa- 
rate section called “Organic, Including Symptomatic, Mental 
Disorders.” It is introduced by a statement that “this section 
comprises a range of mental disorders grouped together on 
the basis of their having in common a demonstrable aetiol- 
ogy in cerebral disease, brain injury, or other insult leading 
to cerebral dysfunction” (p. 30). It is further stated that “the 
term ‘organic’? means no more and no less than that the 
syndrome so classified can be attributed to an independently 


Am J Psychiatry 148:3, March 1991 


diagnosable cerebral or systemic disease or disorder. The 
term ‘symptomatic’ refers to those organic mental disorders 
in which cerebral involvement is secondary to a systemic 
extracerebral disease or disorder” (p. 30). 

These quotations make it clear that in ICD-10, the organic 
diagnostic category is based on etiologic and not on descrip- 
tive considerations. The proposed changes in DSM-IV are 
completely at variance with this approach—one that prevails 
worldwide—and would result in needless difficulties in com- 
munication. I believe that such changes should not be made 
lightly and without a wide debate about their alleged useful- 
ness. Many colleagues, American and European, have pri- 
vately expressed agreement with my position on this point, 
and I hope that they will state their views publicly. Liaison 
and geriatric psychiatrists see the majority of patients with 
organic mental syndromes and would be particularly affected 
by the proposed changes, since they have to communicate 
intelligibly with their nonpsychiatric colleagues. 

Prio? to DSM-III the area of organic mental disorders had 
been plagued by a conceptual and terminological muddle 
that contributed to the neglect of those disorders by research- 
ers and impeded clear communication. The literature of the 
past decade suggests that this situation has improved consid- 
erably. It would be unfortunate if DSM-IV reversed the clock 
in this regard. 


Z.J. LIPOWSKI, M.D. 
Toronto, Ont., Canada 


Plasma Prolactin Levels and Cocaine Abuse 


Str: Conrad M. Swartz, Ph.D., M.D., and his associates 
reported that patients “who claimed to have stopped using 
cocaine less than 6 months before admission after having 
used it at least once a week for 6 months or more” did not 
have abnormally high serum prolactin levels (1). They con- 
trasted their findings with data obtained at our clinical re- 
search center (2, 3) and with other reports that hyperprolac- 
tinemia is a concomitant of cocaine abuse and dependence 
(4, 5). Dr. Swartz and his colleagues stated that “serum pro- 
lactin Jevels were determined with the use of a radioimmu- 
noassay kit (Diagnostic Products, Los Angeles); the normal 
range for men is 0—15 ng/ml.” However, no information was 
provided about the sensitivity of the prolactin assay, nor 
were intra-assay and interassay coefficients of variance re- 
ported. Were prolactin assays carried out in duplicate, and 
were prolactin values for normal subjects measured in the 
authors’ laboratory? In table 3 the authors reported that one 
patient (number 22) had a serum prolactin level of 1 ng/ml, 
and three other patients (numbers 21, 8, and 3) had serum 
prolactin levels of 2 ng/ml. Does the assay used by the in- 
vestigators reliably detect such low prolactin levels? Finally, 
is a value of 0 ng/ml considered normal for men? It would be 
most helpful if the authors could further describe the preci- 
sion, accuracy, reliability, and repeatability of the prolactin 
assay they used in their study. 
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JACK H. MENDELSON, M.D. 
Belmont, Mass. 


Dr. Swartz Replies 


Str: The full name of the radioimmunoassay kit we used 
was the “Prolactin Double Antibody, With Human Serum 
Calibrators” from Diagnostic Products Corp. of Los Ange- 
les. In our laboratory, with this kit, the intra-assay and in- 
terassay coefficients of variance are 8.22% and 10.71%, re- 
spectively. These are comparable to Dr. Mendelson and 
associates’ figures (1) of 4.1% and 11.1%, respectively. They 
are a little higher than the figures given in the package insert 
(4.4% and 8.6%, respectively), but not enough to have a 
substantial influence on our data or influence our conclusions. 

All sample assays were performed in duplicate. We peri- 
odically measure the accuracy of our assay against samples 
mailed to our laboratory from an independent testing bu- 
reau. They advise us of the actual serum prolactin levels of 
these samples a couple of months after we assay them and 
record the results; our mean absolute error has been 4.4%. 
The detection limit of the assay is 1.4 ng/ml. Of course, 
apparent levels below this are not reliably cistinguishable, 
and so the apparent levels of 0 and 1 ng/ml merely represent 
serum prolactin levels at or below 1.4 ag/ml. In view of the 
severe space limitations on our report, we simply reported 
the apparent serum prolactin levels, tc avoid discussion of 
relatively low-priority methodological details, and for the 
same reason, we left out the details we have provided here. 

All of the questions we have just answered concern our 
own procedures. The question about tke lower limit of nor- 
mal for serum prolactin in men is somewhat philosophical, 
because absence of the milk-production hormone prolactin 
in men is not known to have any detrimental consequences. 
Further, the package insert noted that indepzndent labora- 
tory testing of 90 normal adults with this assay suggested 
that it is normal for men to have seru:n prolactin levels so 
low that they are undetectable. Although our prolactin de- 
tection limit of 1.4 ng/ml is lower tnan the limits reported by 
Dr. Mendelson and associates—4.6 ng/ml (1) and 5.8 ng/ml 
(2)—such apparent differences in sensitivity do not seem to 
be related to our observation that high serum crolactir. levels 
did not occur during cocaine abstinence in our patier.ts. 
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Combined Treatment With Lithium and Carbamazepine 


Str: Keith G. Kramlinger, M.D., and Robert M. Post, 
M.D., studied additive and opposing effects of lithium and 
carbamazepine on hematologic and thyroid function (1). 
Our group of investigators noted an increase (p=0.003) in 
WBC count from 6458 to 9365 cells/mm? when we added 
lithium to carbamazepine (2). We noted no important clini- 
cal or laboratory differences in thyroid function between pa- 
tients taking lithium alone and those taking it with carba- 
mezepine (3). 

The methods and statistics used by Drs. Kramlinger and 
Post complicate interpretation of their data. First, they did 
not define the placebo period; it may have been as short as 1 
week (1, figures 1 and 2). To study placebo effect better, the 
duration of placebo and drug periods should match. Also, 
the authors could have tested the additive effect of lithium on 
carbamazepine by adding placebo to carbamazepine. 

Second, the range of duration of carbamazepine treatment 
was more than just an order of magnitude. For some pa- 
tients the first 3 weeks of combined treatment were com- 
pared with the last 3 weeks of long-term carbamazepine 
treatment (300 or more days), while for others the first 3 
weeks of combined treatment were compared with the last 
3 weeks of very short-term carbamazepine treatment (some- 
times less than 3 weeks). 

Third, the authors’ method of data analysis increases the 
likelihood of reaching a p value of 0.05, because they did not 
correct for the many similar statistical tests. Their findings 
may be premature. They did not use the Bonferroni principle 
for multiple comparisons (dividing 0.05 by the number of 
tests used) in their multiple two-tailed (?), paired t statistics. 
Repeated measures analysis of variance with post hoc testing 
would have reduced the need for so many t statistics. There 
were three paired t statistics (placebo versus carbamazepine, 
placebo versus carbamazepine-lithium, and carbamazepine 
versus carbamazepine-litaium) for each hematologic vari- 
able (WBC, lymphocytes, neutrophils, eosinophils, basophils, 
monocytes, RBC, and platelet count), which yields a Bonfer- 
roni p value of 0.002 (0.05/24). None of the t statistics in the 
first paragraph of the Results section reached this value. 

In the second paragraph of the Results section, some t 
statistics reached a p value of 0.002 (WBC count during the 
last 3 weeks of carbamazepine versus the first 3 weeks of 
carbamazepine-lithium, and lithium potentiation of neutro- 
phils). No t statistics in paragraphs 3 and 4 were significant. 

The lithium-induced quantitative increase in WBC count 
does not necessarily mean that the cells were qualitatively 
bezter. Did the subjects have fewer or less serious infections 
when lithium was added to carbamazepine? 

In the thyroid analysis, the authors divided patients into 
three groups and compared findings on T4, free T4, T3, thy- 
rocropin (ISH), and thyzoxine-binding globulin. The Bon- 
ferroni p value is 0.003 ‘0.05/15). Carbamazepine lowered 
T; and free T, below baseline values; there was further drop 
in T, when lithium was added to carbamazepine. They con- 
cluded that adding carbamazepine to lithium does not in- 
crease the risk for hypothyroidism over that with lithium 
alone. 

The opposing effects of carbamazepine and lithium on wa- 
ter regulation (4) warrant attention. The authors placed little 
emphasis here, but their group has studied the effects of car- 
bamazepine on electroly-es (5). The least appreciated side 
effect of lithium-carbamzzepine on water regulation occurs 
when lithium alone is stopped. We have found repeatedly 
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that hyponatremia may occur, which is prevented earlier by 
the lithium (4). 
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VICTOR VIEWEG, M.D. 
MICHAEL SHUTTY, PH.D. 
PAUL HUNDLEY, PH.D. 
ROBERT LEADBETTER, M.D. 
Staunton, Va. 


Dr. Post and Dr. Kramlinger Reply 


Sir: The letter of Dr. Vieweg and associates raises several 
issues regarding the clinical laboratory findings on the com- 
bination of lithium and carbamazepine in our study. We are 
perplexed by several of their statistical criticisms. Our find- 
ings replicate and extend the work of several other investi- 
gators in the field, including their own. Thus, whatever ar- 
guments they have about our statistical analyses, it is difficult 
to support their view that our “findings may be premature.” 
Our manuscript was reviewed not only by several in-house 
statisticians but also by a statistical expert from the Journal, 
who stated that he had no problem with this use of multiple 
t tests. Moreover, Ware et al. (1) have indicated that “mul- 
tiple comparison and selection effects can yield misleading t 
values. Full reporting and statistical adjustment can help cor- 
rect for these misleading values, but the choice of an error 
rate—per statement, per question, or per investigation— 
seems arbitrary. Studies with low statistical power can lead 
to unjustified decisions about therapies and other medical 
results.” One should be equally alert for type II errors in this 
regard. 

As we reported, neutrophils and platelets but not other 
hematologic indices increased when the patients were taking 
lithium, which is consistent with much of the clinical and 
preclinical data (2). There was no relation between the du- 
ration of carbamazepine therapy and the degree of change 
evoked by lithiura; onset of lithium treatment provided the 
focal point of our analysis. Although Dr. Vieweg and asso- 
ciates raise the issue, it is clear that the qualitative function- 
ing of WBC in relation to infection during carbamazepine 
treatment was not addressed in our study and requires quite 
a different set of methods. However, we have no evidence, 
either, on the basis of numbers of cells remaining and unsys- 
tematic clinical reports of infections, to presume that a prob- 
lem would exist in this area. 

In relation to thyroid indices, in spite of the greater drop in 
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T, when lithium was added to carbamazepine in our series of 
patients, we did not find any greater increase in TSH with 
this combination than we had observed in a substantial series 
of patients studied while taking lithium alone. This finding, 
together with the additional report by Dr. Vieweg and col- 
leagues that there were few laboratory differences in thyroid 
function in their patients (reference 3 in their letter), appears 
to support the notion that the combination may not be more 
thyrotcxic than lithium alone, although this needs direct 
confirmation in a larger epidemiologically based study. 

Our data do not directly address the potential of lithium 
for reversing carbamazepine-induced hyponatremia, as no 
patient in this series had clinically substantial hyponatremia. 
Lithium did not increase serum sodium levels that were al- 
ready in the normal range when the patients were taking 
carbarrazepine, although Dr. Vieweg and associates reported 
a lithium-induced increase in three patients with hypona- 
tremia who were taking carbamazepine (reference 4 in their 
letter). Lithium may prove to be protective of carbamaz- 
epine-induced hyponatremia, as has been reported for deme- 
clocycline (3). 
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ROBERT M. POST, M.D. 
KEITH G. KRAMLINGER, M.D. 
Bethesda, Md. 


Physical and Sexual Abuse Histories of Male Psychiatric 
Patients 


Sir: The article “Sexual and Physical Abuse Histories and 
Psychiatric Symptoms Among Male Psychiatric Outpatients” 
by Chester Swett, Jr., M.D., and associates (1) is a welcome 
addition to the literature on abuse of males. The finding that 
almost half of their subjects reported a history of sexual 
and/or physical abuse and that these same men had high 
levels af psychiatric symptoms emphasizes how important it 
is to take detailed and careful histories from male patients. I 
would like to comment and expand upon just the dimension 
of sexual abuse in the authors’ findings and conclusions. 

In my report of 14 men who had been sexually abused as 
boys and/or sexually assaulted as adults (2), I found that in 
only two cases was the abuse the chief complaint at the time 
of initial consultation. Many did not disclose the abuse until 
well into therapy, and some of these men—especially the 
homosexual men—did not even realize that they had been 
abused. None of them had told anyone about the abuse at 
the time of its occurrence and only four had told someone 
else before they told me. In addition to the feelings of shame 
and se.f-blame, the common defense mechanisms in these 
men were repression, denial, and normalization of the 
trauma. ; 

This secrecy and silence are in keeping with the underre- 
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porting of male sexual abuse in North America. The finding 
by Dr. Swett and associates of an overall rate of 13% for 
sexual abuse is higher than the 6% found in Finkelhor’s 
survey (3). This may reflect, as the former authors suggest- 
ed—and apart from the different survey designs—a higher 
rate of sexual abuse among male outpatients than among the 
general population. But it might also suggest a greater degree 
of male candor and social permission for men to report such 
events in the years between the two studies. 

Dr. Swett and associates urged consideration of the diag- 
nosis of posttraumatic stress disorder (PTSD) for patients 
with histories of abuse. I concur wholeheartedly. Three of 
my 14 patients had symptoms of chronic PTSD, with recur- 
rent. memories of the sexual assault that intruded into con- 
sciousness, intermittent nightmares, and sporadic “psychic 
numbing.” An additional four men gave histories highly sug- 
gestive of acute PTSD immediately after the childhood abuse, 
with flashbacks, partial amresia, hypervigilance, sleep dis- 
turbance, feelings of detachment, and startle responses. All 
of these men—boys at the time—had suffered in silence. 

Because of the high degree of mistrustfulness of adult men 
(present in half of my 14 patients), the marked amount of 
ambiguity about sexual orientation, and internalized homo- 
phobia, there are obviously adult male survivors of sexual 
abuse who will not easily tell male clinicians about what has 
happened to them. In additioa, like Dr. Swett and associates, 
I have found that abused men talk more easily about hav- 
ing been physically assaulted than sexually assaulted (4). 
We male psychiatrists have a responsibility not only to in- 
crease our knowledge abour this subject but to heighten 
our empathic sensitivity when interviewing this group of 
patients. Given the authors’ findings, our medical students 
and residents, especially the men, also need more teaching, 
both didactic and by example, atout assessing their male 
outpatients. 
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MICHAEL F. MYERS, M.D. 
Vancouver, B.C., Canada 


Dr. Swett Replies 


Sır: Dr. Myers has experience and data that corroborate 
ours. Prior findings on female inpatients (1) and outpatients 
(2) have now been extended to include men. The physical 
and sexual abuse of men needs to be studied in a variety of 
different settings in order to round out our knowledge. 


REFERENCES 


1. Bryer JB, Nelson BA, Miller JB, et al: Childhood sexual and 
physical abuse as factors in adult psychiatric illness. Am J Psy- 
chiatry 1987; 144:1426-1430 

2. Surrey J, Swett C, Michaels A, et zl: Reported history of phys- 


399 


LETTERS TO THE EDITOR 


ical and sexual abuse and severity of symptomatology in women 
psychiatric outpatients. Am J Orthopsychiatry 1990; 60:412- 
417 


CHESTER SWETT, JR., M.D. 
Brattleboro, Vt. 


Need for Routine Medical Screening of Psychiatric Patients 


Sir: In “Treatment of Hyperprolactinemia in Major De- 
pression” (1), Suzanne Holroyd, M.D., and Mitchell J. Co- 
hen, M.D., discussed a 31-year-old woman treated for 5 
months for depression that did not respond to various psy- 
chopharmacologic and somatic interventions. A diagnosis of 
hyperprolactinemia, secondary to a pituitary microadenoma, 
was made only after referral and a “review of systems,” even 
though the patient had had amenorrhea and galactorrhea for 
9 months. 

It is unfortunate that the patient did not initially consult a 


gynecologist instead of the referring psychiatrist: As not only 
a psychiatrist but:also a gynecologist, I am certain that any 
competent gynecologist would have strongly suspected the 
diagnosis after obtaining the usual, routine gynecologic his- 
tory during the patient’s initial visit. 

This case clearly demonstrates that a screening medical 
history is essential for all patients with psychological symp- 
toms and is not necessarily reserved for patients with “‘re- 
fractory major depression.” Taking a routine history is an 
obligation of the psychiatrist, who, lest it be forgotten, is a 
medical doctor first! 
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APA Council Reports 


At the fall component meetings of the American Psychiatric Association in Washington, D.C., on Sept. 12-16, 1990, the APA 
councils heard reports from their components. Following are summaries of the activities of the councils ard their components. 


The Council on Addiction Psychiatry 


Roger E. Meyer, M.D., Chairperson 


The Council on Addiction Psychiatry, a newly established com- 
ponent, has a strong commitment to providing psychiatric leader- 
ship in the growing field of prevention and treatment of addictive 
disorders. The council will provide guidance to the Association in 
formulation of policy on addictive disorders to benefit the large 
number of Americans affected by them, will increase interest in-and 
visibility of addictive disorders within psychiatry, and will provide 
liaison to the many government and voluntary organizations active 
in this field. Currently, one component reports to the council. 

The Committee on Training and Education in Addiction Psychi- 
atry, Robert Niven, M.D., chairperson, was recently established to 
evaluate the current status of training, both clinical and research, in 
addictive disorders; to make recommendations to the council for 
necessary changes in these training programs; to work toward op- 
timal training programs for all psychiatrists; and to assist in pro- 
ducing psychiatrists with research expertise and academic creden- 
tials in this field. At its first meeting, on Sept. 13, 1990, the 
committee discussed potential tasks and identified relevant liaisons. 

At its first meeting, in May 1990, the council voted to recommend 
that APA endorse the establishment of Added Qualifications in Ad- 
dictive Disorders in Psychiatry, on the basis of the rationale and 
approach of the American Academy of Psychiatrists in Alcoholism 
and Addictions. In June 1990, the Joint Reference Committee and 
the Board of Trustees approved this recommendation. At its meeting 
in October, the Commission on Subspecialization also voted to ap- 
prove this recommendation. The council’s proposal was placed on 
the agenda of the Assembly, 

During the fall component meetings, the council discussed prep- 
arations for the hearing on Added Qualifications in Addictive Dis- 
orders in Psychiatry during the meeting of the Commission on Sub- 
specialization on Oct. 19, 1990, and the Assembly meeting on Nov. 
9~11, 1990. The council felt ic was important to bring this issue to 
the attention of the members of the Assembly before November to 
determine what questions, reservations, and concerns existed so they 
could be addressed in advance. To this end, several members of the 
council attended meetings of the area councils in September and 
October. The council also prepared a brief background document on 
this topic, which included a question-and-answer section. This doc- 
ument, circulated to the Commission on Subspecialization and the 
Assembly, addresses the high prevalence of drug and alcohol addic- 
tion and abuse in the United States and focuses on the high preva- 
lence of comorbid psychiatric disorders in addicted patients; the 
enormous growth of scientific information in this field, including 
findings from epidemiology, neurobiology, basic behavioral and psy- 

\ 


Am j Psychiatry 148:3, March 1991 


chosocial investigations, and treatment and pzeven-on research; and 
the recent involvement of organizations outside psychiatry in the 
treatment of addictive disorders. 

The council considered the “Posicion Statement on Drugs of 
Abuse in Schools,” prepared by the recently disbanded Committee 
on Drug Abuse. The council recommended that the Asser:bly and 
Board of Trustees endorse this position statement. 

Because of its concern about the delivery of serv.ces for addictive 
disorders and reimbursement for these services, the council discussed 
the possible development of a committee on services and reimburse- 
ment in addiction psychiatry. This committee weuld evaluate the 
different types of available treatment, advise the council on impor- 
tant treatment issues affecting the practice of psychiatry, and mon- 
itor, evaluate, and advise APA on current and new funding mecha- 
nisms and problems, including adequate coverage under various 
funding schemes. Although the council recommended that APA es- 
tablish such a committee, the Joint Referer.ce Committee did not 
favor it and encouraged the council to form liaisons with the Council 
on Economic Affairs and the Council on Psychiatric Services to dis- 
cuss ways in which APA might fully address these specific issues. 

The council considered several documents concerning the legal- 
ization of drugs, including an Assembly action paper on this topic. 
The council recognizes the importance of study:ng this issue but 
opposes the legalization of drugs. Because of its biased position, the 
council recommended the establishment of a task force to develop a 
report outlining the scientific factors that would affect the decision to 
support or not support the legalization of drugs. This recommenda- 
tion was approved by the Joint Reference Committee in October and 
will be presented to the Board of Trustees for its approval. 

The council recommended that APA endorse < federal require- 
ment for health warnings in advertisements Zor alcoholic beverages. 
This recommendation was approved by the Board of Trustees and 
was communicated to Congress by the D.vision of Government 
Relations. 

During its first few months of operation, the council has already 
been busy. The council looks forward to addressing several impor- 
tant issues related to addiction psychiatry in the coming year, in- 
cluding continued efforts to establish Added Qualifications in Ad- 
dictive Disorders in Psychiatry, programs for 2xchanging used 
needles and syringes for clean ones, and mandatory drug screening 
of medical staff. Additional components may be necessary to fully 
address the many research and clinical issues facing psychiatrists in 
the addiction field. 


401 


APA OFFICIAL ACTIONS 


The Council on Aging 


Jerome Albert Yesavage, M.D., Chairperson 


The Council on Aging has had a productive year. Among the 
year’s highlights were the upcoming decennial White House Confer- 
ence on Aging in 1991 and the establishment of a formal working 
relationship with the Amer-can Association of Retired Persons 
(AARP) on issues pertaining zo mental illness and the elderly. 

Council members continue their extensive collaboration with 
other APA components and offices and wich other medical organi- 
zations. The council has ma:ntained a close working relationship 
with the Division of Government Relations and the National Insti- 
tute of Mental Health. 

Council members have prcvided invaluable advice and expertise 
regarding the complex federal laws and regulations pertaining to the 
care and treatment of the elderly in nursing homes and in regard to 
changes in the regulations governing the use of antipsychotic medi- 
cations for the elderly. These comments prompted substantive 
changes in federal policy, par-icularly with respect to the provisions 
of the landmark nursing home reform legislation of 1987 on pread- 
mission screening and resideat review (PASARR) of the mentally ill 
in nursing homes. 

Council members have served as a “quick response” resource for 
federal and state legislative and regulatory issues. Once the 1991 
White House Conference on Aging is announced, the council and its 
Task Force on the White House Conference on Aging will act 
quickly to ensure that APA is well represented in the development of 
ae conference agenda on issues pertaining to mental illness and the 
elderly. 

Virtually all council components met during the 1990 fall meet- 
ings in Washington in September. The council received presentations 
from representatives of the Alzheimer’s Association and AARP. 
AARP’s representative presented to the council an outline of an 
ambitious proposal to establish a coalition of patient/consumer or- 
ganizations and health care providers, including APA. The coali- 
tion’s purpose would be to educate the: public, federal and state 
lawmakers and staff, and health care professionals on issues pertain- 
ing to the care of the elderly mentally ill. The council unanimously 
endorsed the proposed coalition and recommended to the Board and 
to the Joint Reference Committee that APA formally join the coali- 
tion. The council also agreed to establish direct lines of communi- 
cation with AARP and the Alzheimer’s Association for discussing 
issues of mutual interest and concern. 

The development of the coalition and the establishment of strong 
working relationships with beneficiary organizations, such as AARP, 
will help ensure that the council plays an important role in the 
coming decade in the formulation of policies on mental illness. 

The Task Force on Models of Care in Geropsychiatry, Marion 


Goldstein, M.D., chairperson, is nearing completion of its report on 
the current status of the practice of geriatric psychiatry nationally 
and internationally. Emphasis will be on models of care that ensure 
continuity of care for the elderly and on caregivers and training sites 
that have done outcome studies which included evaluation of cost- 
effectiveness. 

The Task Force on the White House Conference on Aging, San- 
ford Finkel, M.D., chairperson, is preparing its agenda for the 1991 
White House Conference on Aging, which is expected to be held in 
late 1991. The task force expects to hold a meeting in December 
1990 to establish a detailed agenda for the conference and will host 
two miniconferences on aging issues before the conference. 

The Committee on Long-Term Care and Treatment for the El- 
derly, Ira Katz, M.D., chairperson, and the Task Force on Reim- 
bursement Options and Alternatives in the Psychiatric Care of Older 
Persons, Howard Goldman, M.D., chairperson, met jointly in Sep- 
tember 1990. Members of the committee and the task force continue 
to provide expert assistance to the Division of Government Relations 
on regulations pertaining to the treatment and care of the elderly in 
general and the elde=ly in nursing homes. 

The committee was charged by the council to produce a new 
report on the appropriate use of antipsychotic medications for the 
elderly in nursing homes. The report will be published as an adden- 
dum to APA task force report 28, Nursing Homes and the Mentally 
Ill Elderly (1). 

The Corresponding Task Force on Geriatric Psychiatry in the 
Public Mental Health Sector, Barry Fogel, M.D., chairperson, is 
nearing completion of a report tentatively titled “Geriatric Psychia- 
try and State Mental Health Systems.” 

The Task Force on the Ethnic Minority Elderly, Kenneth M. 
Sakauye, M.D., chairperson, is nearing completion of its survey of 
the literature on the problems of ethnic minority elderly and an 
annotated bibliography. 

The Task Force on Education and Training in Geriatric Psychia- 
try, Charles Shamoian, M.D., chairperson, is also nearing comple- 
tion of a resource dccument on training in geriatric psychiatry. The 
task force also met to discuss proposals on geriatric education put 
forward by the American Association for Geriatric Psychiatry. 
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The Council on Children, Adolescents, and Their Families 


Lawrence A. Stone, Chairperson 


The work of the ccunci] and its components continued to be 
directed toward maximizing APA’s effectiveness in addressing the 
mental health needs of children, adolescents, and their families. This 
charge has been carried out -hrough workshops, reports, position 
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statements, and liaison with other APA components and allied or- 
ganizations. The council has kept abreast of many issues that affect 
its patient populations through intramural and extramural liaison 
activities. Topics that have warranted considerable attention include 
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practice guidelines, the Report of the Secretary's Task Force on 
Youth Suicide (1), the Institute of Medicine’s report Research on 
Children & Adolescents With Mental, Behavioral & Developmental 
Disorders: Mobilizing a National Initiative (2), and the reported 
moves toward deinstitutionalization of children. The council recom- 
mended broad circulation of the entire report on youth suicide and 
underscored the importance of the inclusion of the section on suicide 
within tae gay population. The council recommended APA’s formal 
endorsement of the Institute of Medicine report and suggested that 
professional organizations and public advocacy groups give partic- 
ular attention to fostering research training of child mental health 
professionals. 

The APA Assembly of District Branches was advised of the coun- 
cil’s concern about the deinstitutionalization of mentally ill children 
and of the request for referral of the issue to the Assembly Commit- 
tee on Fublic Psychiatry and Task Force on Community Psychiatry 
for further study and possible action. The council expressed partic- 
ular concern about the reported plans for deinstitutionalization be- 
cause many of these children are from dysfunctional families. 

Other liaison activities included 1) support of the plan of the 

Council on International Affairs to send an American delegation of 
child psychiatrists to Romania to aid institutionalized children, 2) 
review of the Act for Education of All Handicapped Children and 
recommendation that “serious emotional disturbance” be changed 
to “emotional and behavioral disorders” to allow more children to 
benefit from the provisions of Public Law 94-142, and 3) endorse- 
ment of an action paper, developed by the APA Task Force on 
Family/Systems Therapy, regarding preventive psychiatry during a 
national emergency. Recognizing that military families (and those 
who have family members stranded in Iraq and Kuwait) may need 
psychia-ric services, the Task Force on Family/Systems Therapy ad- 
vocated the development of a plan for providing services to those 
families at the district branch level. 
. A number of issues related to the severance of parental rights were 
reviewed, and the need for further study (by a new component) was 
discussed. The council voted to postpone recommending the estab- 
lishment of a task force to study these issues until they could be 
further clarified, 

The council received the report of the Committee on Chronically 
Ill and Emotionally Handicapped Children, Cynthia R. Pfeffer, 
M.D., chairperson. Emphasis was given to the need to involve child 
psychiatrists in negotiating changes in the provisions of Social Se- 
curity Income/Social Security Disability Insurance. Critical issues in- 
volving this subject were discussed at this component’s workshop, 
“Social Security Income/Social Security Disability Insurance Child 
Listings: Are They Appropriate?” at the 1990 annual meeting. For 
the next annual meeting, the committee proposed a workshop on 
stresses experienced by children and on children at risk for mental 
illness. 

The Committee on Family Violence and Sexual Abuse, Sandra J. 
Kaplan, M.D., chairperson, is rewriting a position statement on 
child abuse and neglect, which should be completed by spring 1991. 
The committee is also drafting position statements on women and 
addiction and on babies born to mothers who use crack cocaine. The 
book ‘Family Violence: A Clinical Guide” is almost finished. Mr. 
Howard Davidson, a consultant from the American Bar Association, 
will write a segment on legal issues for each chapter. The council will 
review the document before publication. 

The council requested rewriting of the position statement on cap- 
ital punishment of minors drafted by the Committee on Juvenile 
Justice Issues, Richard C. Marohn, M.D., chairperson. The commit- 
tee spent considerable time discussing decriminalization, truancy, 
violence in schools, and inappropriate hospitalization of adoles- 
cents. Recognizing the scarcity of empirical evidence concerning the 
inappropriate hospitalization of adolescents, the committee recom- 
mended the establishment of a task force to study the use and abuse 
of psychiatric hospitalization of minors. The council endorsed this 
recommendation. The committee completed the report “The Psychi- 
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atrist and the Juvenile Justice System,” which was published in the 
American Journal of Psychiatry (3). 

The Work Group to Develop a Handbook for Psychiatric Practice 
Related to the Juvenile Justice System, Machael G. Kalogerakis, 
M.D., chairperson, received a second grant from the Kenworthy- 
Swift Foundation to complete the handboox. The manuscript has 
been sent to the council for its review. The book advises psychiatrists 
on how to testify in juvenile court—whazt to do and what to avoid in 
order to be a credible witness. 

Irving H. Berkovitz, M.D., chairperson of the Coimittee on Psy- 
chiatry and Mental Health in the Schools, has established a network 
of child and adolescent psychiatrists who spend a large portion of 
their time as consultants or service providers in schools, Or those 
who responded to Dr. Berkovitz’s memo requesting information, 
82% are child psychiatrists, 56% are primarily in private practice, 
and 12% work in academic settings. Of those who work in schools, 
55% have had no formal training in this field; 20% work for free. 

The council approved a position statement on schcol-based health 
clinics that the committee drafted. The statement urges APA to assist 
in increasing the number of psychiatrists participating in health clin- 
ics in elementary, middle, intermediate, and high schools. 

The committee is also working on a monograph on psychiatric 
involvement in schools, which should be ready for the ccuncil’s 
review in May 1991. It covers qualifications useful for psychiatrists 
consulting in schools, examples of psychiatric consultation, educa- 
tion of the handicapped, psychiatric involvement in educational pro- 
grams for the handicapped, special experiences faclitating consul- 
tation, training considerations, and recommendatiors and prospects 
for the future. The council approved the committee’s request to seek 
outside funding for the completion of this effort. 

Myron Belfer, M.D., chairperson of the Task Forze on Day Care 
for Preschool Children, has reviewed a considerable segment of the 
literature on day care. In preparation for the formal repert, Dr. 
Aubrey Metcalf will review the issues that are specifizally relevant to 
children and Dr. Moira Kennedy will study the issues pertaining to 
psychiatric residents and training. 

The Task Force on the Psychiatric Aspects of New Reproductive 
Technologies, Miriam B. Rosenthal, M.D., chairperson, submitted 
an outline of its report to the council. The topics covered in the 
report will include the factors contributing to the zsychological ef- 
fects of infertility, the effects themselves, motivations for pregnancy, 
reproductive technologies, and psychological interventions. 

Child and adolescent psychiatrists who attended the fall compo- 
nent meetings met to receive reports from representatives of several 
national organizations and individuals. The meeting was chaired by 
Dr. Lawrence A. Stone, who pointed out that the meeting provided 
an opportunity to highlight issues in particular geographical areas 
which warranted attention at the national, as well zs local, level and 
that it served as a platform for sharing information of particular 
significance for the mental health of children, adolescents, and their 
families. 
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The Council on Economic Affairs 


Robert Gibson, M.D., Chairperson 


The activities of this council and its components during 1990 
reflect APA’s continued efforts to influence the many commercial 
and governmental entities that affect the provision of psychiatric 
care. Members of the council and components maintained liaison 
wich representatives of such organizations as the Social Security Ad- 
ministration, the Joint Commission on Accreditation of Healthcare 
Organizations JCAHO), the Health Care Financing Administration 
(HCFA), and major managed care and insurance companies. 

"When the Quality Assurance Committee was disbanded in May 
1930, the Council on Econcmic Affairs asked Dr. Marlin Mattson, 
Dr. George Wilson, and Dr. Elaine Knutsen to complete the editing/ 
revision of the Manual of Psychiatric Quality Assurance. The Coun- 
cil on Economic Affairs had an opportunity to suggest revisions to 
the document and concurred in recommending publication of the 
manual as a nonpolicy APA document. APA published the Manual 
of Psychiatric Peer Review in 1976 (1) and updated editions in 
1931 (2) and 1985 (3). Because of the many changes in the field in 
recent years, a thorough revision has been attempted. It is hoped that 
the material, particularly the sections with criteria, will help our 
members. 

The Committee on Interprofessional Affairs, William Webb, Jr., 
M.D., chairperson, continues its work with the Joint Commission on 
Interprofessional Affa:rs. The commission is made up of representa- 
tives from APA, the American Psychological Association, the Na- 
tional Association of Social Workers, and the American Nurses’ 
Association. In 1990, the Joint Commission on Interprofessional 
Affairs obtained funding from the National Institute of Mental 
Health (NIMH), to be matched by the four sponsoring organiza- 
tions, for a conference on interdisciplinary collaboration in 1991. 
The joint commission also has had preliminary discussions on areas 
of mutual interest related to the possible regulation of managed care 
organizations and the operational impact of the CAPP v. Rank 
decision. 

Members of the Committee on Hospital-Based or Hospital-Re- 
lated Services, Boris Astrachan, M.D., chairperson, were included in 
the Joint Task Force on the Survey of Psychiatric Hospitals, which 
was formed by the JCAHO to address problems with the current 
prccess for surveying psychiatric hospitals surveyed under the Ac- 
creditation Manual for Hospitals. As a short-term solution, the task 
forze recommended that selected and modified standards drawn 
from the Consolidated Standards Manual be used in a tailored sur- 
vey of hospitals by a single, specially trained survey team. The se- 
lected standards will address biopsychosocial rehabilitation, partial 
hospitalization, and residential services. As a long-term solution, the 
task force recommended thaz a task force on biopsychosocial reha- 
biliration be established by the end of 1996 to develop standards for 
both the Accreditatior Manual for Hospitals and the Consolidated 
Standards Mansal. Subsequently, standards for hospital-based par- 
tial hospitalization and rehabilitation services in the Accreditation 
Manual for Hospitals would be developed. It is planned that stand- 
ards covering all three of the aforementioned services will be in- 
cluded in the Accreditation Manual for Hospitals by 1994. 

The Committee on Managed Care, Steven Sharfstein, M.D., chair- 
person, became operational in 1990. The broad charge to the com- 
mittee includes developing tolicy on provision of psychiatric care 
and the role of psychiatrists in managed care settings, conducting 
research, and developing and disseminating educational material. 
The committee also assumed responsibility for several projects be- 
gun by the Ad Hoc Committee on Managed Care Issues and devel- 
oped a multifaceted response to issues in managed care, including a 
legislative and regulatory response, research, education, and a dia- 
logue with the managed care industry. Its initial projects include 1) 
development of model state legislation for regulating utilization re- 
view companies, 2) an economic analysis of a national data base on 
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costs for the treatment of mental iliness and substance abuse, 3) 
establishment of a telephone service with an 800 number (800-343- 
4671) to ascertain, document, and address problems with managed 
care, 4) development of a managed care manual instructing members 
in the managed care process and facilitating access to services for 
psychiatric patients, 5) creation of a managed care network of dis- 
trict branch liaisons to disseminate information to and from the 
national district levels and work proactively on local issues, 6) ini- 
tiation of a series af meetings and dialogue between the APA lead- 
ership and representatives of the managed care industry, and 7) 
establishment of a library of medical necessity criteria and standards 
used by the industry as they become available for professional review 
and commentary. The Ad Hoc Committee on Managed Care Issues 
continues oversight of the litigation feasibility study. 

The Task Force on Social Security Incomel/Social Security Disabil- 
ity Insurance, Arthur T. Meyerson, M.D., chairperson, continues to 
communicate with the Social Security Administration concerning the 
listings for mental impairment for children. The child listings are in 
the form of proposed final regulations and are in the Office of Man- 
agement and Budget. At the present time, the task force, which was 
involved in the development of the listings and commented on early 
versions, believes ro action is appropriate. When the listings are 
published the task force will have an opportunity for comment again 
and will do so then if any substantial changes have been made. With 
regard to the decision in Zebley v. Bowen, which mandated an 
individual assessment of functional capacity for children, the regu- 
lation is being worked on by the Social Security Administration staff. 
An interim final regulation is in effect now, but there will be an 
opportunity for public comment on the new format. The task force 
will review and corament on the proposed final regulations at that 
time. 

The task force is delighted about the addition of an expert in child 
psychiatry, Dr. Gail Edelson. It has submitted a proposal for a com- 
ponent workshop at the 1991 annual meeting that would be cospon- 
sored by the Social Security Administration and the Academy of 
Child and Adolescent Psychiatry (and possibly the Council on Chil- 
dren, Adolescents, and Their Families). The subject would be the 
involvement of child psychiatrists in disability determination. 

The Work Group on the Harvard Resource-Based Relative Value 
Scale Study, Donald Scherl, M.D., chairperson, continues to monitor 
federal proposals for paying physicians under Medicare. On Sept. 4, 
1990, the HCFA published in the Federal Register a model resource- 
based relative value scale fee schedule (4). The HCFA has accepted 
comments on the model fee schedule, and APA has developed formal 
comments that address a number of psychiatry’s concerns, including 
1) the need for new and better codes in the Current Procedural 
Terminology (CPT), particularly new codes for visits and for eval- 
uation and management, 2) the need for relative values that reflect 
differences in physician work due to variations in patients and sites 
of service, 3) the use of the fee schedule by nonphysician providers, 
and 4) questions about the impact of nonphysician use in the volume 
performance standard. 

The Work Group on Codes and Reimbursement, Chester W. 
Schmidt, Jr., M.D., chairperson, continues to work with the Amer- 
ican Medical Association on getting more appropriate codes for 
psychiatry included in future editions of CPT. The work group is 
also communicating with the HCFA about discrepancies with cur- 
rent billing protocols of Medicare carriers, identified through a sur- 
vey conducted by the Office of Economic Affairs. 

The Task Force on Future Trends in Private Insurance, Gary Tisch- 
ler, M.D., chairperson, continued to explore issues related to man- 
aged care. The task force met with Steven Sharfstein, M.D., chair- 
person of the Committee on Managed Care, to discuss some of these 
issues, including educational programs for members, the variation in 
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quality among utilization review firms, and problems concerning 
care of the chronically ill. The task force also reviewed The Cleve- 
land Admission, Discharge and Transfer Criteria: Model for Chem- 
ical Dependency Treatment Programs (S) and voted to recommend 
the criteria as a useful model for examining one group of psychiatric 
illnesses. 

The Committee on Financing and Marketing, Robert O. Friedel, 
M.D., chairperson, has focused on marketing assistance for APA 
members, primarily through the district branches. Its major concerns 
include negative trends in corporate response, decreasing insurance 
benefits for psychiatric care, inappropriate and appropriate utiliza- 
tion management activities, and a blurring of the roles of psychia- 
trists and psychologists. The committee set and accomplished the 
following goals for the year: 1) sending a questionnaire to all APA 
members who received the marketing manual (produced last year by 
the committee in conjunction with the Office of Economic Affairs) to 
determine what additional information should be included, 2) as- 
sisting the district branches in their marketing efforts, 3) preparing a 
series of information materials for a larger group of APA members, 
and 4) sponsoring and presenting a workshop at the 1990 annual 
meeting. 

The Committee on Occupational Psychiatry, Peter L. Brill, M.D., 
chairperson, has continued to address mental health in the work- 
place. The committee has sponsored several events at annual meet- 
ings. The focus of the committee is on work stress and psychopa- 
thology at work. Current projects of the committee are 1) preparing 
an article on the history of occupational psychiatry, 2) writing a 
policy statement on the insufficient recognition of the effect of work- 
place stress on family life, 3) developing a paper on stress as related 
to work-nen’s compensation insurance, and 4) writing a policy state- 
ment on work histories (contribution of work to the employee’s 
present problem and treatment options). 

The Task Force on Psychiatrist Payment, Boris Astrachan, M.D., 
chairperson, was established to examine the nature of psychiatrists’ 
income, including the diversity of practice settings, sources of reim- 
bursement, costs associated with various types of practice, the im- 
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pact of public and private coverage, and the ramificac_ons of changes 
in health care organizations. The task force is analyzing economic 
information from the APA membership survey ard will issue de- 
tailed reports on practice settings, income, sources e? payment, and 
patient characteristics of psychiatrists. The task forze will complete 
its work in 1991. 

The Task Force on Prospective Payment Issues, Jeph T. English, 
M.D., chairperson, continued to monitor paymert issues and to 
explore potential alternative payment mechanisms. Among these ef- 
forts was a review of studies by NIMH of federa legislative and 
administrative activities related to prospective payment for psychi- 
atry. The task force believes there are no immediat= threats to psy- 
chiatry’s exempt status within the prospective payment system but 
cautioned the council about an emerging perceptior in the fied that 
the recent increase in psychiatric facilities may b2 related to the 
exempt status. The task force is monitoring several mnovative pay- 
ment reform initiatives under way in the states. These are being 
watched closely by the federal government and the: field. 


REFERENCES 


1. Peer Review Committee of the American Psychiatric Associa- 
tion: Manual of Psychiatric Peer Review. Washington, DC, 
APA, 1976 

2. Committee on Peer Review, American Psychia-ric Association: 
Manual of Psychiatric Peer Review, 2nd ed. Washington, DC, 
APA, 1981 

3. Committee on Peer Review, American Psychia-ric Association: 
Manual of Psychiatric Peer Review, 3rd ed. Washington, DC, 
APA, 1985 

4. Federal Register 1990; 55(171):36178 

5. Greater Cleveland Hospital Association: The Cleveland Admis- 
sion, Discharge and Transfer Criteria: Model r Chemical De- 
pendency Treatment Programs. Cleveland, G-eater Cleveland 
Hospital Association, 1990 


The Council on Internal Organization 


Bernice B. Elkin, M.D., Chairperson 


The council oversees “all those matters involved in the organiza- 
tional structure of the Association not covered by constitutional 
committees,” There are 11 components that report directly to the 
council and 16 components that report to committees under the 
council, primarily award boards and subcommittees of the Scientific 
Program Committee. The council thus has responsibility for a wide 
range of activities: maintenance of the APA headquarters; benefits 
offered to members, such as the legal consultation plan; program 
content, exhibits, and arrangements for the annual meetings; adver- 
tising policy; data processing, telecommunications, and other infor- 
mation systems within the Association; various prizes and awards 
given by APA in recognition of outstanding achievement; personnel 
and staff benefit programs; and the federation of auxiliary organi- 
zations. Following are the highlights of council and component ac- 
tivities over the past year. 

The Committee on Advertisers and Exhibitors, Henry H. Work, 
M.D., chairperson, is composed of representatives from the Council 
on Internal Organization, the Council on Medical Education and 
Career Development, the Institute on Hospital & Community Psy- 
chiatry Program Committee, and the Scientific Program Committee. 

For the last 2 years, a reception sponsored by the APA exhibitors 
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at the annual meeting has been held in the exhibit area on Monday 


- evening. It has not been very successful, so it will no longer be held. 


The Daily Bulletin, published during APA’s annual meetings, was 
published in house this year. The shift to in-house publication was 
extremely successful, and the committee anticipates publishing the 
bulletin in the same manner next year. 

The Committee on Advertising, William D. Strethmann, M.D., 
chairperson, serves as an advisory board to APA’s three major pe- 
riodicals (Psychiatric News, American Journal oj Psychiatry, and 
Hospital & Community Psychiatry) regarding questionable adver- 
tisernents either submitted for publication or beirg considered for 
solicitation for publication. The committee works <losely with the 
Committee on Advertisers and Exhibitcrs to keep tke latter informed 
about advertisements it recommends for rejection. 

The editors of the three periodicals are currently reviewing APA’s 
principles and guidelines for advertisements and nay recommend 
small revisions because of the increase in advertsing for medical 
equipment, psychiatric facilities, and dietary supplements. Any revi- 
sions will be presented to the council in Septembe- 1991. 

Fred Gottlieb, M.D., chairperson of the Commisze on Friends of 
the APA, stated that the Lifers Group, made up of Life Members, 
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Lice Fellows, and Life Associates and led by Dr. Harold Berson, is 
considering joining the umbrella organization, the Federation of 
Friends of the APA. The committee is planning to contact the Gay/ 
Lesbian Caucus and the Ccmmittee on Women regarding forming 
additional groups under the federation, such as groups for non- 
spouse partners and for husbands. 

The Committee on Grants and Awards, Mary Jane England, 
MD., chairperson, considered several awards this year: a human 
rights award, a “lifers” award, and an award from the Masserman 
Foundation for International Accord. None of these has yet been 
approved. 

The committee discussed a proposal to change the Solicy of not 
naming an award for a living person. The committee is exploring the 
advantages and disadvantages of this policy. 

In June 1990 the Board of Trustees discussed concerns about the 
process for determining recipients of APA’s awards. Two Board 
aczions resulted from this discussion: 1) a request that the council 
present to the Board in September 1990 a list of award winners who 
will be asked to present lectures during the next annual meeting and 
2) a request that the council reorganize the awards process to ensure 
adequate oversight of awards components. The committee is still 
refining a reorganization plan. 

The Committee on History and Library, Martha J. Kirkpatrick, 
M.D., chairperson, is developing a program for the 1991 annual 
meeting. The activities being considered include an exhibit- of the 
Freud antiques and an exhibit of photographs of state hospitals and 
other subjects. The council approved the committee’s contacting the 
ed:tor of the American Journal of Psychiatry concerning the possi- 
bility of a special issue of the Journal containing landmark articles, 
each published along with contemporary commentary. 

The Committee or Information Systems, Zebulon C. Taintor, 
chairperson, is working with staff to develop a telephone service by 
wkich members will be able to listen to messages on topics of interest 
that are read by a computer-generated voice. The caller will be asked 
to press particular buttons cn his or her telephone to be connected 
with messages on a specific topic. The subjects planned for this 
service so far are government relations, the annual meeting, and the 
project involving collaboration between academic departments of 
psychiatry and state Cepartments of mental health. 

The committee is also looking into the possibility of an informal 
newsletter to promote communication among APA members who 
are interested in using comcuters in psychiatry. This project is still 
under development. 

The committee is considering two programs for the 1991 annual 
meeting: a componen: workshop and a software presentation. 

The Committee on Specia! Benefit Programs, Eva B. Ebin, M.D., 
chairperson, discussed several new APA member benefits. A pro- 
posal from Meridian One Corporation to offer members discounts 
for office equipment, Sprin: long-distance telephone service, and 
Alamo car rental was approved by the council. A new retirement 
program, originally designed to offer members financial planning, 
has been restructured as a retirement planning program. 

The committee is looking into other possible programs, such as a 
portable telephone service and discount AT&T long-distance tele- 
phone service. 

Jane H. Preston, M.D., chairperson of the Committee on Tele- 
medical Services, has kept the council up to date on the rapidly 
changing field of telemedicine. The committee is working toward 
establishment of an American Medical Association telemedicine 
committee and towarc inclusion of a psychiatrist on that committee. 

The committee is also addressing 1) the use of interactive video for 
outreach to rural areas without medical services and 2) reimburse- 
meat problems that occur when the doctor and the patient are in 
different locations. At this time, the Health Care Financing Admin- 
istration will not provide reimbursement for treatment when the 
doctor and the patient are in different rooms. Also at issue is reim- 
bursement for transmission costs. 

The committee has requested permission to seek outside funding 
to support a scientific exhibit at the 1992 annual meeting. 
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The Headquarters Committee, Raymond 1. Band, M.D., chairper- 
son, is charged with oversight of the APA headquarters building. 
When APA terminated the quality assurance program, 16,000 
square feet of office space became empty. Space has now been sub- 
leased by the Administrative Office of the U.S. Courts. 

Also discussed was the role of this committee in regard to being 
informed about or providing input into the management of the APA 
building. The council suggested that the committee review its charge 
and discuss the issue during the annual meeting. 

The Personnel Committee, Maurice J. Martin, M.D., chairperson, 
is reviewing the policy on temporary and casual employees. A pro- 
posed change would require approval from the Deputy Medical Di- 
rector for temporery employees to work beyond 6 months. The 
committee is developing policies regarding sexual harassment, drugs 
in the workplace, absenteeism, and smoking. 

The cost of the health insurance plan for employees was about to 
rise sharply because of a 40% drop in participation caused by the 
loss of the employees in the Office of Quality Assurance. The Asso- 
ciation changed plans as of Nov. 1, 1990. 

The Scientific Program Committee, Allan Tasman, M.D., chair- 
person, reported that the 1990 annual meeting in New York was 
attended by nearly 16,000 people and broke all previous records for 
total attendance, attendance by APA members, and attendance by 
Members-in-Training. In response to members’ wishes, there were 
more research activities and more small-group interactive sessions 
than in previous years. A new format, the round-table discussion, 
was instituted in 1990, and forums were revived after a long 
absence. 

In September 1939 the Board of Trustees approved the council’s 
recommendation that $10,000 be allocated for a trial program to 
provide sign-language interpreters for hearing-impaired APA mem- 
bers during the 1990 annual meeting. The Office to Coordinate the 
Annual Meeting received one request for these services for the 1990 
meeting. Although the need among our members may be small, the 
council felt it would be in the best interest of the Association to have 
funds available for this purpose. Therefore, the council presented to 
the Board in September a recommendation that $3,000 be included 
in the 1991 annual meeting budget to enable APA to provide these 
services if requested. This recommendation was approved by the 
Board. 

For the 1991 meeting, the committee anticipates only minor mod- 
ification of the session formats, but the noon forums will be reinsti- 
tuted. They will provide an opportunity for sessions that do not fit 
into the usual formats. 

The Joint Reference Committee had raised questions concerning 
the industry-sponsored symposia and general pharmaceutical sup- 
port of the annual meeting. These symposia are reviewed by Dr. 
Tasman and Dr. Henry Work, chairperson of the Committee on 
Advertisers and Exhibitors. While Dr. Tasman is aware of the con- 
cerns being raised, overall he is confident that the symposia provide 
excellent educational opportunities for our members. He also noted 
that the income generated from these sessions helps to support other 
activities during the meeting. The committee plans to meet with 
industry representatives next May to develop better communication. 
APA guidelines for the symposia are under review and will be revised 
if necessary. 

Also discussed was the size of the committee: presently it consists 
of 16 members, five consultants, and one Burroughs Wellcome Fel- 
low. The number of members has not changed in several years, but 
the workload has expanded significantly. The council recommended 
to the Joint Reference Committee in September that the Board con- 
sider increasing the size of this committee. 

The council felt that some components may need to have their 
charges updated or clarified. Council members will review these 
charges before the next meeting. At that time the council will discuss 
possible modifications. 

In summary, the Council on Internal Organization continues to 
represent APA members in the business and internal workings of the 
Association. It welcomes all input and comments from members. 
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The Council on International Affairs 


Paul J. Fink, M.D., Chairperson 


The Council on International Affairs is the membership compo- 
nent that oversees APA’s international activities and makes policy 
recommendations to the APA Board of Trustees related to activities 
international in scope. It deals with all questions pertaining to psy- 
chiatry and international relations that are presented by APA mem- 
bers, other components, and staff. 

The ccuncil has initiated a number of important APA projects 
during this past year, which has seen many political changes around 
the world. The council was given permission by the APA Board of 
Trustees to seek outside funding for a very exciting project related to 
Eastern European psychiatry. An open meeting was held during the 
1990 APA annual meeting to discuss how the APA membership 
might meet the growing needs of psychiatrists and their patients in 
Eastern Europe and the Soviet Union. The council was gratified by 
the respcnse from the participants in this meeting and is now for- 
mulating a project whereby a team of American experts in specific 
areas of psychiatry would travel to Eastern Europe to give lectures 
and hold seminars on specific aspects of American psychiatry. These 
Americans would, in turn, learn about psychiatry in the host coun- 
tries and hold round-table discussions to plan future activities and 
collaboration. It is hoped that these visits will occur in the fall of 
1991. The council would like to express its appreciation to the many 
APA members who have contributed books and journals to psychi- 
atrists in Eastern Europe, through the APA Office of International 
Affairs. We have heard that these contributions have already pro- 
vided valuable resources to psychiatrists in these countries who have 
not had the benefit of international publications. 

For many years APA has organized joint scientific meetings with 
other countries, approximately once every 2 years. We have had 
meetings in a number of countries, including France, Ireland, Kenya, 
China, and, most recently, Germany; the meeting in Germany will be 
mentioned later in this report. The organization of these meetings 
has considerably increased the responsibility of the staff of the Office 
of International Affairs at a time of diminishing financial resources in 
APA. Thus, the council has recommended that unless additional staff 
is allocazed for the Office of International Affairs APA cease the 
organization of these meetings in other countries. The meeting 
planned for Barbados in May 1991 will be the last joint meeting 
organized by APA. The council and staff will be formulating ways to 
enhance participation by APA members in other worthwhile inter- 
national meetings but will not organize these meetings directly. 

The council was very pleased with the outcome of the joint meet- 
ing in Germany, Oct. 1-7, 1991, which began with a satellite sym- 
posium in Mainz, another in Mannheim/Heidelberg, another in 
Munich, and the main plenary session in Bad Kissingen. The satellite 
symposia, which provided an excellent orientation to German psy- 
chiatry, were organized by Professor Otto Benkert of the University 
of Mainz, Professor H. Hafner of the Central Institute of Mental 
Health in Mannheim, and Professor H. Hippius at the University of 
Munich. The plenary meeting in Bad Kissingen, opened by Dr. Jo- 
hannes Meyer-Lindenberg, President of the German Society of Psy- 
chiatry and Nervous Diseases, and Dr. Elissa Benedek, President of 
APA, focused on child psychiatry, classification, new psychotropic 
drugs, genetics, eating disorders, brain imaging, émigrés and perse- 
cution, and the effects of economics and politics on psychiatry. 

The joint meeting in Barbados, May 17-20, 1991, will immedi- 
ately follow the APA annual meeting in New Orleans. The topics to 
be covered at this meeting are geriatrics, substance abuse, forensic 
psychiatry, mental health service delivery, and the psychiatric se- 
quelae of natural disasters. This should be a most interesting and 
pleasant ending to the annual meeting, and we urge interested APA 
members to contact the Office of International Affairs for more 
information. 

The council is pleased with the APA decision to participate in the 
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American Association for the Advancement o£ Scien<e’s program to 
distribute journals in sub-Saharan Africa and hope. that this pro- 
gram will continue. 

The council continues to be involved in the excellen: International 
Scholars Program at the APA annual meetings and appreciates the 
efforts of the Scientific Program Committee in this regard. The zoun- 
cil has organized a component workshop for presentation at the 
APA annual meeting in New Orleans in the hope o“ educating our 
membership on the many worthwhile APA activities in the interna- 
tional arena. It is hoped that many APA members wil participate in 
this workshop. 

The Committee on International Education, Normund Wong, 
M.D., chairperson, has reviewed the first applicaticns by psvchia- 
trists to the International Medical Scholars Program, which is ad- 
ministered by the Educational Commission on Foreign Madical 
Graduates. The committee is proud to provide the psychiatric com- 
ponent in this important project, whick. brings cerdfied midcareer 
psychiatrists from other countries to the United States to study spe- 
cific areas of our profession for 3 months to 3 years. The committee 
will facilitate placement of applicants who are approved for the 
program and will monitor their progress. The committee is also 
considering publication of a booklet on psychiatry :n other coun- 
tries. The data for the booklet weuld be obta:ned from the research 
and networks already established by the Office of Ir ternational Af- 
fairs. The committee was pleasec. to learn that this office has close 
contacts with psychiatrists and those responsible for mental health 
policy in over 90 countries. This network is oftem used by APA 
members for patient referrals and contacts for pcssible scientific 
collaboration, but the committee believes that the m<terial needs to 
be made available in printed form to facilitate these =ctivities among 
our members. The committee wil. also hold a compenent workshop 
during the APA annual meeting in New Orleans, and special invita- 
tions will be sent to training directors in the United 3zates and to all 
international visitors attending the meeting. 

The Committee on Abuse and Misuse of Psychiawy and Psychia- 
trists, Joseph Bloom, M.D., chairperson, has continazd to make the 
APA leadership aware of psychiatric abuse issues n all countries. 
The committee has followed the progress of the World Psychiatric 
Association (WPA) in its efforts to enforce the cond_tions placed on 
the All Union Society of Psychiatrists and Narcologists of the 
U.S.S.R. before it was readmitted to the WPA and hzs supported the 
Independent Psychiatric Associations that have been formed in the 
Soviet Union. At the same time, the committee believes there is still 
much work to be done on these issues and has recommended the 
following position for APA: 


The American Psychiatric Association continazs to follow 
developments in Soviet psychiatry. It welcomes recent changes. 
However, since the completion of the U.S. delegetion’s visit to 
the Soviet Union in February 1989, areas cf signiicant concern 
remain. In light of these concerns, APA should eacourage: 

1. Reform in the leadership of Soviet psychiatcy. 

2. Public acknowledgment of past psychiatric abuse by the 
Soviet government. 

3. Improvement in Soviet mental health law. 

4. Discontinuation of abuses associated with me psychiatric 
Registry. 

5. Rehabilitation and compensaticn for victims of psychiat- 
ric abuse and their families. 

6. Establishment of a functioning psychiatric ethics panel 
within the All Union Society of Psychiatrists anc Narcologists 
(AUSPN). 

7. Coliaboration with the newly emerging Ind=pendent Psy- 
chiatric Association (IPA). 
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Farther, the committee has suggested, 


The APA should identify and give major support to those 
psychiatrists who have demonstrated an ethical posture in those 
countries where systematic psychiatric abuse has occurred. 
These psychiatrists should be invited to APA programs, courses, 
meetings. And there should be an active program of having such 
psychiatrists invited, through APA involvement, to courses, in- 
stitutes, etc., of other psychiatric organizations and depart- 
ments. In addition to using its own funds, the APA should 
actively seek foundation grants and other funds for such ven- 
tures. Jt is the APA’s belief that this approach will support such 
psychiatrists’ movement toward positions of leadership, thus 
aiding in the elimination of psychiatric abuse in their respective 
countries. 


The Committee on Human Rights, Loren Roth, M.D., chairper- 
son, has addressed a number of vital issues this past year. First, as 
authorized by the APA Beard of Trustees, it began collaborating 
with appropriate government agencies to address the mental health 
needs of the American hostages in the Middle East and their families. 
APA leaders have been in contact with government officials working 
on this problem and are coordinating efforts by the district branches 
to assist in this effort. 

The committee is also establishing an “urgent action” network 
among APA members. The committee is working with the district 
branches on this project. In addition, it is preparing a booklet on 
psychiatry and human rights, which the committee hopes will be 
published by APA. This booklet is the beginning of the educational 
efforts planned by the committee. Another is a half-day symposium 
on human rights and psychiatry for the APA annual meeting in 1992 
in Washington, D.C. The committee continues to urge the APA 
leadership to establish a human rights award or prized lectureship in 
the APA structure whereby individuals and organizations that have 
been active in the human rights arena could be honored. In addition, 
there is great concern about the plight of institutionalized children in 
Romania, and the committee is looking into ways APA can help with 
this tragic situation. Another important project suggested by this 
ccmmittee is the cosponsorship with the American Association for 
the Advancement of Science and other organizations of a conference 


on the physical and mental trauma children experience as a result of 
human rights violations. 

The Committee on Human Rights has been gratified by the com- 
munications from APA members on a wide variety of important 
human rights problems. However, occasionally it has had to make 
the difficult decision that a certain issue is not in the scope of this 
committee. It was particularly interesting that a number of APA 
members signed a petition asking the committee to address the Turk- 
ish genocide of Armenians. Although the committee greatly sympa- 
thizes with the concerns of these members, it believes that such a 
project is outside the scope of its charge. 

The Task Force on Conflict Resolution, Curtis Bristol, M.D., 
chairperson, has received permission from the Board of Trustees to 
seek outside funding of its upcoming academic study of conflict 
resolution. Dr. Bristol intends to put together an interdisciplinary 
study group to address such issues as boundary function, resolution 
of aggression, and dynamics, rather than limiting the work to seek- 
ing practical applications. : 

The Task Force on APA Liaison With the WPA, Eugene Feigelson, 
M.D., chairperson, is studying the activities of the WPA and will be 
making recommendations to the APA leadership as to how we might 
better collaborate with the WPA and support its ongoing work. We 
are pleased to have two Americans on the Executive Committee of 
the WPA, but the council is eager to have a monitoring function 
within the WPA’s council structure so that it can have more input 
into WPA activities. 

The council is studying the problems of mental health care deliv- 
ery in countries with very limited economic resources. However, 
there are a number of reports of extremely substandard care in 
countries that are more economically developed. One such example 
is the deplorable treatment of psychiatric patients on the island of 
Leros, Greece. The council therefore asked APA to send an official 
complaint to the WPA about the psychiatric situation on Leros. 

The council is also working on ways to increase the international 
membership of APA and is awaiting a report from the Committee on 
Membership as to how we might accomplish this goal. 

In summary, the council welcomes all suggestions from APA mem- 
bers regarding its international activities and looks forward to dis- 
cussing these issues with members throughout the year. 


The Council on Medical Education and Career Development 


Jerald Kay, M.D., Chairperson 


The council’s area of reszonsibilizy is the entire spectrum of med- 
ical education, for both psychiatrists and, where appropriate, other 
physicians. Its responsibilities include fostering the education and 
the professionalization of medical students, residents, and practi- 
tioners. The council is also involved with subspecialties and special 
areas of clinical interest, such as child and adolescent psychiatry, 
consultation-liaison psychiatry, and administrative psychiatry. The 
council and its 18 components are active in recruiting medical stu- 
dents into psychiatry and in enhancing the career development of 
psychiatrists in all phases of their practice. In addition, it also has 
primary responsibility for implementing and monitoring the APA 
coatinuing medical education (CME) requirement for members, 
which promotes the highest quality of psychiatric care and encour- 
ages the continuing professional growth of psychiatrists. Many of 
the activities of the council involve liaisons with other associations, 
accrediting and certifying bodies, and other organizations. 

The Committee on Administrative Psychiatry, Stephen Rachlin, 
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M.D., chairperson, reported the results of the administrative psychi- 
atry oral examination, which was held on May 12, 1990. Of the 13 
individuals examined, six passed and have been certified by the com- 
mittee, four conditioned, and three failed. The committee announced 
that Jack F. Wilder, M.D., has been named as the recipient of the 
1991 Administrative Psychiatry Award. 

The Committee on Consultation-Liaison Psychiatry and Primary 
Care Education, Thomas N. Wise, M.D., chairperson, reported on its 
development of a policy statement on psychiatric education of pri- 
mary care physicians. This proposed policy statement was prepared 
in response to offers from pharmaceutical companies to assist APA 
in developing educational materials for primary care physicians. 

The Committee on Continuing Education, Pauline Langsley, 
M.D., chairperson, completed its report, “Continuing Education for 
Psychiatrists: A Contemporary Definition,” which was accepted by 
the council in September 1990. The council also approved distribu- 
tion of a questionnaire to all APA components requesting informa- 
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tion on upcoming CME activities, in an effort to compile a complete 
listing for dissemination to the APA membership. 

The committee also reported on issues to be considered in 1991, 
including the revision of the American Medical Association CME 
requirement, development of an annual guide to recently published 
literature affecting clinical practice, and possible assessment of mem- 
bers’ educational needs, especially with respect to recertification. 

The Committee on Graduate Education, Sherwyn M. Woods, 
M.D., chairperson, reported on the importance of collecting model 
curricula and audiovisual teaching materials and disseminating them 
to residency training programs. The committee will work with the 
Office of Education to implement this project. The committee re- 
viewed the “Report of the APA Task Force on Prevention Research” 
(1) and suggested consideration of developing an appropriate cur- 
riculum on prevention for presentation to the Curriculum Commit- 
tee of the American Association of Directors of Psychiatric Resi- 
dency Training and a workshop presentation at its annual meeting in 
1991. 

The committee reviewed a communication to the field by the Ac- 
creditation Council for Graduate Medical Education regarding pro- 
fessional standards review organizations’ assignment of points to 
residents, The committee felt that the assignment of points was in- 
appropriate and will work through the proper APA channels to 
communicate its concern to the Accreditation Council for Graduate 
Medical Education. 

The committee reviewed the current proposals from the American 
Board of Psychiatry and Neurology (ABPN) and the Residency Re- 
view Committee for Psychiatry regarding methods for documenting 
a resident’s progress through general and child training programs 
and for verifying successful completion of a resident’s training. It 
reaffirmed its previous statement on the need to preserve educational 
integrity by using some form of documentation of residents’ clinical 
experiences, but it decided to reexamine this issue once the draft 
guidelines have been received. 

The Committee on the Impaired Physician, Malkah T. Notman, 
M.D., chairperson, completed its work on “Guidelines to District 
Branches for a Policy on Physician Impairment.” These guidelines 
have been developed to assist district branch committees on im- 
paired physicians to function more effectively and efficiently in early 
recognition, evaluation, referral, treatment, and reentry into practice 
for impaired psychiatrists. The council recommended to the Joint 
Reference Committee, the Assembly, and the Board of Trustees that 
the guidelines be approved and distributed to impaired physicians 
committees in the district branches. 

After a review by the Committee on Graduate Education and the 
Committee of Residents and Fellows, the proposed “Guidelines for 
Mental Health Services for Medical Students and Residents” was 
presented to the council in September 1990. The council recom- 
mendeg that this document receive additional editing and sent it 
back to the committee for reworking and eventual distribution to the 
American Association of Directors of Psychiatric Residency Train- 
ing, the Association of Directors of Medical Student Education Pro- 
grams, deans of student affairs, directors of student health centers, 
APA district branches, the AMA Physician Health Committee, and 
other related organizations. 

The Committee on Medical Student Education, Leah J. Dickstein, 
M.D., chairperson, reported on the need to continue to recruit med- 
ical students into psychiatry and to update the recruitment materials 
targeted for medical students. The council approved the committee’s 
request to seek outside funds to pay for upgrading the “Careers in 
Psychiatry” photograph display and completing the recruitment vid- 
eotape, which will be used at the annual conventions of the Amer- 
ican Medical Student Association and the Student National Medical 
Association. The committee will continue to send representatives to 
these meetings, which have proven to be important vehicles for 
recruitment. 

The committee completed its work on the Nancy C.A. Roeske 
Award Certificate for Excellence in Medical Student Education. The 
first certificates will be presented during the 1991 APA annual meet- 
ing, in New Orleans. 

The committee discussed the results of the 1990 National Resi- 
dency Matching Plan and its implications for psychiatry and agreed 
that recruiting more medical students into psychiatry should be 
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made a priority by the field. With this in mind, the committee sought 
and received approval to publish a 1-page self-mailing medical stu- 
dent newsletter titled “Lucid Associations,” which will be distrib- 
uted to all Medical Student Members of APA and medical school 
psychiatry clubs. 

The second Medical Student Day luncheon was held during the 
1990 annual meeting and was a great success. Over 300 medical 
students, residents, psychiatry residency training directors, and dis- 
tinguished leaders in psychiatry attended. As long as outside funding 
is available, the committee will continue to sponsor the luncheon to 
encourage medical students to attend the annual meeting and to 
enter psychiatry. 

The Committee on Psychiatrist Leadership in Public Mental 
Health Programs, Robert Leon, M.E., chairperson, fulfilled its 
charge and was therefore disbanded in May 1990. The committee 
was thanked for its work and its contribution to the field of psychi- 
atry. The committee’s paper “Leadership in Public Mental Health 
Facilities: Guidelines for the Chief Executive Officer and the Medi- 
cal/Clinical Director” was approved by the Board of Trustees and is 
now official APA policy. 

The Committee of Residents and Fellows, Elisa Taffleman, M.D., 
chairperson, reported on the committee’s concern rezarding the need 
to increase dues gradually for Members-in-Training as they advance 
to General Member and to enhance the retention of Members-in- 
Training as General Members of the Association. It was reported 
that 8% of General Members are former Members-in-Training. The 
committee will examine further this issue and explore ways to help 
district branches retain Young Psychiatrists in APA (a Young Psy- 
chiatrist is a psychiatrist who is younger than 40 years or has prac- 
ticed less than 5 years). 

The committee discussed the feasibility of lobbying on Capitol 
Hill during its two meetings each year in Washirgton, D.C. It is 
especially concerned with issues that relate to residents and their 
training (e.g., managed care, restoring the deductibility of interest on 
student loans). The committee will work with the Division of Gov- 
ernment Relations to plan and coordinate this effort. 

The committee, along with the other resident and fellowship com- 
ponents, continues to address ways to bring Members-in-Training 
and Young Psychiatrists into the mainstream of the Association at 
the national and district branch levels once their terms on resident/ 
fellowship components have ended. 

The Steering Committee, Psychiatric Knowledge and Skiils Self- 
Assessment Program VI (PKSAP VI), Gordon Strauss, M.D., chair- 
person, reported that module C of PKSAP VI was mailed to sub- 
scribers in May 1990, and the deadline for comparison scoring was 
Aug. 31. With the purchase of scanning equipment, the staff in the 
Office of Education now have the capability and responsibility for 
scoring the PKSAP VI answer sheets. This self-assessment program is 
offered on a continuous basis. 

The Task Force on Educational Activities for Diagnostic Systems, 
Michael Fauman, M.D., chairperson, reported that the diagnostic 
practice survey, on the use of DSM-III-R, has been mailed to prac- 
titioners. The task force will, in addition, compile a listing of all 
existing DSM-III-R teaching tocls, which can be sent to members on 
request. 

The Task Force to Facilitate Communication Between the APA 
and ABPN, Richard Shader, M.D., chairperson, reported on the 
need to better publicize the process by which ABPN directors are 
nominated. Many had expressed concern that the nomination pro- 
cess has not been fair to all persons interested in bzing considered; 
the Ad Hoc Committee to Develop a Slate of Candidates for Election 
to the ABPN has experienced political lobbying for some candidates 
and does not consider such efforts appropriate. I: letters ro APA 
members and articles in Psychiatric News were used to advertise the 
process, the cost would be minimal. Further, the task force reported 
that the dates of the ABPN part II examinations, the locatiors of the 
examinations, and the process used to select examiners should be 
widely publicized. 

The Task Force on Post Residency Fellowship Programs, George 
Pollock, M.D., chairperson, was granted a 2-year extension to com- 
plete its descriptive list of fellowship programs, which will be used as 
an appendix to the Directory of Psychiatry Residency Training Pro- 
grams, and its recommendations for an APA policy on recognition 
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and accreditation of fellowship programs. The task force will also 
colaborate with the Commission on Subspecialization on the policy 
effort. 

The Task Force on Recertification, Joe Tupin, M.D., chairperson, 
recommended that APA develop regional and local CME programs 
through a consortium arrangement with the district branches and 
area councils for members interested in becoming Board certified. 
The task force has ccmpleted its charge to study existing and pro- 
posed recertification activities of other medical specialty organiza- 
tions and has developed recommendations for recertification pro- 
grams in psychiatry. It has submitted its final report, which includes 
the recommendation that tae task force be disbanded. It recom- 
mended that a permanent standing component of the Association be 
established to work with rerresentatives of the ABPN to develop an 
educational program to assist members in preparing for recertifica- 
tion and, for members who are currently in practice but are not 
Board certified, initial certification. The results of the survey of ap- 
proximately 1,000 non-Board-certified APA members (40% re- 
sponse rate) revealed that approximately one-half are interested in 
becoming Board certified. By extrapolation, the task force estimates 
thet between 3,500 and 4,5C0 non-Board-certified members of APA 
are interested in obtaining Board certification. Further, it discovered 
that these practitioners’ primary motivation for seeking certification 
is lower-cost liability insurance. Moreover, the respondents reported 
thet home study methods (such as PKSAP and the annual review 
update) were most attractive. 

The Committee of Young Psychiatrists, David Whitehouse, M.D., 
chairperson, reported on the success of the process for choosing the 


recipient. of the first APA/Wisniewski Young Psychiatrist Research . 


Award. The award board received over 36 papers. The recipient, 
Eric Hollander, M.D., was warded an honorarium of $2,000 and 
the two psychiatrists who received honorable mentions received 
$500 each. 

‘The committee, along wita the Committee of Residents and Fel- 
lows and other resident groups, is concerned about retention of 
Members-in-Training and Young Psychiatrists as they advance to 
General Membership in the Association. It will work with the Com- 
mittee on Membership: to study this issue. Additionally, the commit- 
tee is preparing a study to identify young psychiatrists and collect 
data on their practice patterns, their professional concerns, and the 
impact of the transition from-residency into practice. 


The Work Groub on Disclosure of Confidential Personal Infor- 
mation, Malkah T. Notman, M.D., chairperson, presented a draft 
document titled “Guidelines Concerning Disclosures and Confiden- 
tiality” to the council in September 1990. The council provided 
recommendations for revising the document, which included greater 
specificity in defining psychiatric illness and hospitalization, so that 
regulatory boards would consider the policy statement more seri- 
ously. The council will review this document during its May 1991 
meeting. 

The APA/Mead fobnson Fellowship Selection Committee, James 

Barter, M.D., chairserson, reported that the 1990-1991 APA/Mead 
Johnson Fellows were selected during the June 1990 meeting and 
there were no major discrepancies in the ranking among the mem- 
bers of the selection committee. After the selections were made, it 
was agreed that the selection process should remain substantially as 
is, , 
The committee reviewed and accepted the guidelines for presen- 
tations by APA/Mead Johnson Fellows at the H&CP Institute, which 
were drafted by Dr. Barter, and felt that adoption of the guidelines 
would expedite program participation. 

The Selection/Advisory Committee of the APAINIMH Minority 
Fellowship Program, Charles Pinderhughes, M.D., chairperson, re- 
ported that of the 18 residents who applied for the 1990-1991 
fellowship program, seven were selected. In addition, the committee 
selected four alternates and named five 1989-1990 fellows as trainee 
consultants. 

The committee sought approval to publish the proceedings of the 
1986 fellows’ symposium “Ethnic Difference: Do You Amend Your 
Therapeutic Approach” as a monograph. 

The APA/Burrouzhs Wellcome Fellowship Selection and Program 
Committee, Roger Peele, M.D., chairperson, reported that of 44 
nominees, 10 fellows were selected for 1990-1991. 
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The Council on National Affairs 


Lindbergh S. Sata, M.D., Chairperson 


This council is responsible for matters oz national interest to psy- 
chiatry and the-patients it serves. Social and health-related issues that 
affect underrepresented groups in the general population and within 
the profession warrant particular attention by this council. To tackle 
these issues, the council works closely with representatives from the 
Assembly, APA staff, and relavant APA components while oversee- 
ing and assisting the 11 components under its aegis. 

The usual connotation of “prevention” is primary prevention, and 
the council concerns itself with other types of prevention. To make 
this clear and to reiterate its interest in all aspects of psychiatric 
practice, the council voted to revise part of its charge to read, “The 
multiple approaches appropz.ate to such issues include an emphasis 
on clinical care, research, service delivery and systems of care, and 
primary, secondary, and tertiary prevention” (italics indicate changes). 

The council has taken steps to bring together its components by 
convening a meeting of component chairpersons during the fall 
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meetings to enable them to exchange ideas, consolidate efforts, and 
unite behind certain positions and recommendations. 

The Committee on Abuse and Misuse of Psychiatry in the U.S., 
Jose M. Pena, M.D., chairperson, is revising its white paper "Abuse 
and Misuse of Psychiatry in the U.S.: The Need for an Institutional 
Ethics.” The committee will resubmit it to the Council on National 
Affairs for a second review before requesting permission to publish 
it, Meanwhile the committee is trying to gather information about 
psychiatric care in federal prisons in an effort to determine the role 
of psychiatry and psychiatrists in the federal prison system. The 
committee reviewed the court decision in Baraldini et al. v. Meese et 
al. (1). While the case does not involve abuse of psychiatry, the 
committee feels there are psychological sequelae in this and similar 
cases because of the prison environment itself and the treatment of 
prisoners. The committee also wants to find out if and how mental 
health and correctional staff functions are kept separate. 
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Thus far the committee has responded to requests for help and to 
allegations of abuse and misuse of psychiatry in the United States. It 
now has decided to act rather than just react and will study psychi- 
atrists’ role in the treatment of AIDS. There are no complaints about 
this role thus far, but the committee considers this part of the treat- 
ment of AIDs very important. It will also work with the Council on 
Children, Adolescents, and Their Families to examine the possibility 
of abuse in cases of involuntary hospitalization of adolescents. 

At the 1991 annual meeting the committee plans to meet with the 
National Alliance for the Mentally Il] and other patient groups to 
consider working together on a data base of alleged cases of abuse 
and misuse put forward by patients. 

The Committee of American Indian/Alaskan Native Psychiatrists, 
David Foos, M.D., chairperson, discussed prescription privileges for 
psycholegists in the Indian Health Service (IHS). Part of the problem 
is the reluctance of physicians in the IHS to treat the mentally ill 
because they feel they do not have the time or the expertise. The 
committee suggested that these physicians be trained in psychiatric 
issues and that the IHS recruit psychiatrists. 

The committee will work on a proposal for a curriculum on Amer- 
ican Indian and Alaska Native issues and culture with the help of 
staff at the National Center for American Indian and Alaska Native 
Mental Health Research. 

The Committee of Asian-American Psychiatrists, Francis G. Lu, 
M.D., chairperson, wants to recruit Asian-American medical stu- 
dents for psychiatry and Asian-American psychiatrists for APA and 
to help keep them in APA. To accomplish the first, the committee 
will work with the APA/NIMH Fellows, who will compile a direc- 
tory of minority psychiatry residents. The committee will talk with 
the chairpersons of the Committee on Membership and the Assem- 
bly Committee on Recruitment and Participation before starting on 
this task. 

Like the council and its other components, this committee 
reviewed its charge and, to emphasize its recruitment efforts, de- 
cided to add the following: “encourages membership and involve- 
ment of Asian-American psychiatrists in the American Psychiatric 
Association.” 

The U.S. Department of Health and Human Services’ Guidelines 
for Supplements for Underrepresented Minorities in Biomedical and 
Behavioral Research Supported by ADAMHA (2) says, “In award- 
ing supplements, ADAMHA will give priority to projects involving 
Blacks, Hispanics, Native Americans, Pacific Islanders or other eth- 
nic or racial group members who have been found to be underrep- 
resented in biomedical or behavioral research nationally.” Asian- 
Americans are conspicuously absent from this list. The committee 
questions the implication that Asian-Americans are not an under- 
represented minority in biomedical and behavioral research. The 
committee drafted a letter voicing its concern to Dr. Frederick K. 
Goodwin, administrator of the Alcohol, Drug Abuse, and Mental 
Health Administration (ADAMHA). 

Like the other minority committees of the council, the Committee 
of Asian-American Psychiatrists discussed the reduction of mental 
health services, the cut in research and training funds, the stigma of 
mental illness, and racially motivated violence. This committee is 
working with the other minority committees on these issues. 

The committee is putting the finishing touches on the proceedings 
of the international symposium on psychiatric research in Asia, held 
on Mav 6, 1989, in San Francisco and cosponsored by the Pacific 
Rim College of Psychiatrists. The committee, through Dr. Sata, will 
request that APA publish these proceedings. 

The committee and the Pacific Rim College of Psychiatrists will 
propose a joint international symposium on psychiatric research in 
Asia for the 1991 Hospital & Community Psychiatry Institute. The 
two groups hope to attract many local and international participants 
because the Institute will be in Los Angeles. 

In response to concerns about refugees, committee member Dr. 
Paul Leung was asked to write a brief report on the mental health 
care of Indochinese Americans, particularly concerning service, re- 
search, and education. The committee appended his report to the 
council’s May 1990 report to the Joint Reference Committee. 

The Committee of Black Psychiatrists, Claire M. Cohen, M.D., 
chairperson, revised its entire charge to clarify the goals and work of 
the committee. i 
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The committee supported the Committee on Women’s proposed 
position statement on the care of female addicts who zre pregnant or 
have just given birth, especially since many of these women are 
minorities. © 

The committee plans to 1) study harassment and violence sparked 
by the victim’s race or ethnicity, 2) recruit black medical students for 
psychiatry and black psychiatrists for APA, and 3) get information 
on the effects of toxic waste disposal sites on predortinantly minor- 
ity neighborhoods. The committee will work with the Committees of 
American Indian/Alaskan Native Psychiatrists, Asiar-American Psy- 
chiatrists, and Hispanic Psychiatrists on all three tasks and with the 
Committee on Gay, Lesbian, anc Bisexual Issues or: the second. 

The committee nominated Dr. Evelyn K. Moore for the 1991 
Solomon Carter Fuller Award. She is the executive director of the 
National Black Child Development Institute. 

Dr. Diane Felder finished revising the committee’s curriculum on 
black culture and issues. 

The Committee on Foreign Medical Graduates, Richard Balon, 
M.D., chairperson, discussed the General Accounting Office’s report 
“Medical Licensing by Endorsement—Requirements Differ for 
Graduates of Foreign and U.S. Medical Schools.” The report pointed 
out that “regardless of whether documentation requizements are the 
same for both foreign and U.S. medical school graduates, they pose 
more difficulty for foreign school graduates.” Participants in the 
round-table discussion held by the American Medical Association 
(AMA) and the Federation of S:ate Medical Boards agreed that a 
central clearinghouse to keep and verify information on licensure 
applicants’ educational backgrounds and credentials is desirable. 
The AMA has established the National Credentials Verification Ser- 
vice to “collect, verify, and maintain documents and credentialing 
information for physician subscribers preparing to apply for medical 
licensure and hospital privileges.” The committee asked APA to sup- 
port the establishment of a similar national clearinghouse for all 
graduates of foreign medical schools, whether or not these graduates 
are AMA or APA members. 

Many organizations, including the AMA, now refer to foreign 
medical graduates as “international medical graduates” (IMGs). The 
committee feels it is time to change its name because of the preju- 
dicial connotations of “foreign medical graduate.” The committee 
proposed and the council approved changing the committee’s name 
to Committee on International Medical Graduates. 

The American Board of Psychiatry and Neurology (ABPN) pub- 
lishes the pass/fail Board examination results of American medical 
graduates and foreign medical graduates (FMGs). ‘This information 
has been used to discriminate against FMGs, and the committee 
urged APA to ask the ABPN to stop publishing these scores. 

Dr. John Kasper, director of the AMA’s Department of Interna- 
tional Medical Graduates Office of Special Studies, attended the 
committee’s September meeting. He reviewed the work done by his 
office and the services it offers—“consultative services to members to 
expand the infrastructure for IMGs, communication with individual 
IMGs (e.g., about labor relations), close liaison ties with national 
IMG organizations, and communication of AMA programs and pol- 
icies to IMGs.” 

The Committee on Gay, Lesbian and Bisexual Issues, Rotert Ca- 
baj, M.D., chairperson, reviewed Report of the Secretary's Task 
Force on Youth Suicide (3), Congressman William Dannemeyer’s 
letter to Dr. James Mason of the U.S. Departmen: of Health and 
Human Services, and Secretary Louis 5ullivan’s reply. At the com- 
mittee’s request, Dr. Melvin Sabshin wrote to Secretary Sullivan, 
reiterating APA’s 1973 position on homosexuality and human 
rights. 

The committee discussed the problem posed by the position of the 
U.S. armed services on homosexuality. Since it would take an act of 
Congress to change the ruling that excludes openly gay men and 
lesbians from the military and gives the military grounds to dis- 
charge them, the committee drafted a position starzment that says, 
“The American Psychiatric Association deplores tke exclusion and 
dismissal from the Armed Services or. the basis cf sexual orienta- 
tion.” The statement goes on to say that “no burden of proof of 
judgment, capacity or reliability shall be placed upon homosexuals 
greater than that imposed on any other persons within the Armed 
Services.” . 
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Another disquieting praczice is discrimination against homosexu- 
als by the Immigration anc Naturalization Service. It continues to 
list homosexuality as a mertal disorder and can stop an openly gay 
person from entering the ccuntry. APA has tried to have this policy 
reversed, starting with a letter from Dr. John Spiegel, APA President 
in 1974, and one from Dr. Melvin Sabshin in 1987. The committee 
feels that a position statement from APA might help federal legisla- 
tors who are trying to overturn this policy. It drafted a statement 
waich says that “the Amerizan Psychiatric Association deplores the 
continued inclusion of homosexuality as a mental illness by the Im- 
migration and Naturalization Service; and further deplores the use 
of this ruling by the Immigration and Naturalization Service for the 
discriminatory exclusion of homosexual visitors and immigrants to 
the United States based solely on sexual orientation.” 

The Committee of Hispanic Psychiatrists, Eduardo R. Val, M.D., 
chairperson, feels strongly that APA, starting with the Council on 
National Affairs and its components, should take steps to reduce 
hestility among minarities. Such hostility is evident in academia, in 
pclitics,.in business, and even in APA. As a start, the committee 
proposed a meeting of the cnairpersons of the minority committees. 


This would enable them to discuss common problems, goals, and 


tasks and to consolidate support of position statements, recommen- 
dations, etc. It would also foster better understanding of one an- 
other’s culture and race. In response, the council decided to organize 
a meeting of all its component chairpersons on Wednesday evening 
of the fall component meetings: 

The committee plans to compile a data base on Hispanic mental 
health services, whick would include psychiatrists, special psychiat- 
ric societies, and national o-ganizations that provide such services. 
Using this data base, the committee plans to write a book. To finance 
the compilation of this data base, the committee asked permission to 
seek funds from the National Institute of Mental Health. 

The committee nominated Dr. Pedro Ruiz for the 1991 Simon 
Bolivar Award. 

The Committee on Psychological Aspects of Nuclear Issues, 
Stephen Shanfield, M.D., chairperson, asked committee member Dr. 
David London to update a bibliography on nuclear issues, copies of 
which are available from the Office of Minority/National Affairs. 

At the 1990 annual meeting, the committee presented the sympo- 
sium “The Psychology of Big Defense Spending.” Dr. Perrin French 
will submit to the council £ manuscript based on the papers pre- 
serted at this symposium with a requesc that the manuscript be 
recommended for publication. 

The committee is planning “an educational module on nuclear 
psychiatry for residents.” Dr. Jerome Frank suggested that the com- 
mittee look at the curricula prepared by Psychologists for Social 
Responsibility and by Educators for Social Responsibility. 

The committee had three guests at the September meetings: Sam- 
uel W. Lewis, former U.S. ambassador to Israel and current presi- 
dent of the U.S. Institute on Peace, talked about the institute and the 
Persian Gulf crisis; Michael Mariott, executive director of the Nu- 
clear Resource Information Center, spoke on low- and high-level 
nuclear waste; and Roger Barnett, Ph.D., vice-president of National 
Security Research, discussed nuclear deterrents. 

The Committee on Religion and Psychiatry, Richard Thurrell, 
M.D., chairperson, discussed the objections to certain passages in 
“Cults and New Religious Movements,” which was a report of this 
committee. Some Indian psychiatrists took issue with what they saw 
as “misconceptions about the philosophies, traditions, and religious 
bel:efs of various sects and denominations of Hinduism and Bud- 
dhism.” They felt that the book “failed to recognize the distinctive 
cul-ural patterns and the valid spiritual practices of various Hindu 
and Buddhist sects and denominations, broadly labeling them all as 
cults,” They cited the labeling of the Hare Krishna religion as a “new 
religious movement,” when in fact it is a denomination (Vaish- 
navism—" devotees of Vishna”) of Hinduism and goes back thou- 
sands of years. The group asked that APA rectify this error and add 
a section by an expert with Hindu or Buddhist background or by a 
member from a department of religious study of any American uni- 
versity that teaches Hinduism or Buddhism. 

The committee invited Dr. Diana Eck, professor of comparative 
religion and Sanskrit at Harvard University, who talked about Hin- 
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duism and Hare Krishna. The committee benefited from Dr. Eck’s 
visit and plans to study non-Judeo/Christian religions further and 
perhaps produce a brief but informative handbook on the topic. The 
committee feels that such a book would be useful to many psychi- 
atrists. The committee will also apologize to the American Associ- 
ation of Psychiatrists from India for the committee’s insensitivity. 

People have complained to the committee about Christian Psychi- 
atry and satanic cults, Many of the questions and complaints abcut 
the latter involve legal and criminal issues. In addition to dealing 
with these questions and complaints, the committee will ask the 
district branches to encourage their members to work with local 
clergy on matters of religion and psychiatry. 

The committee nominated Robert Coles, M.D., for the 1991 Os- 
kar Pfister Award. 

The Committee on Women, Nada L. Stotland, M.D., chairperson, 
drafted a position statement on the care of female addicts who zre 
pregnant or have recently given birth. The epidemic of substance 
abuse, especially use of crack cocaine, has resulted in tragic damage 
to and neglect of users and their children. There has been a recent 
trend toward prosecution, on the grounds of child abuse, of preg- 
nant and/or postpartum women who use illegal substances, and 
some penalties involve incarceration, either in prison or in locked 
psychiatric units. The statement proclaims APA’s opposition to the 
involuntary medical treatment (e.g., Caesarian section) of women on 
the grounds of fetal welfare and the criminal prosecution and incar- 
ceration of pregnant or postpartum women on child abuse charges 
based solely on substance abuse. It also urges the development of 
necessary inpatient, outpatient, and residential programs services, 
including psychiatric care, for these women and their children. 

The council approved the position statement in principle, pending 
review by legal counsel and the Council on Psychiatry and Law, with 
possible referral to the Council on Addiction Psychiatry and tae 
Council on Children. 

The committee hopes to host a women’s activity center at tne 
annual meeting in New Orleans, as it did in New York. The center 
provides a place for female psychiatrists to exchange information 
and hold special meetings. To finance this activity center, the cora- 
mittee is seeking permission to raise funds outside APA. 

Dr. Susan Fiester and Dr. Harold Pincus, Director of the APA 
Office of Research, briefed the committee on the DSM-IV task 
force’s work on late luteal phase dysphoric disorder and self-defeat- 
ing personality disorder. The Office of Research will send the cora- 
mittee copies of the literature review on the latter and on sadistic 
disorder. 

Dr. Patricia Isbell spoke to the committee about the work of the 
Council on Addiction Psychiatry and noted the special needs of 
women with addictions—child care, services for pregnant addicts, 
and guidance for parents. 

The Task Force on Psychiatric Dimensions of Disasters, Robert 3. 
Pynoos, M.D., chairperson, met for 4 hours at the New Orleans 
airport on Oct. 28, 1990. Members Drs. James Black and Raquel 
Cohen recently organized local and state psychiatric disaster com- 
mittees. At the meeting of the International Society for Traumatic 
Stress Studies, Dr. Pynoos collected pertinent information about cur- 
rent national disaster relief organizations and plans, and he has 
compiled a list of possible national and international consultants to 
the task force. The task force suggested that, for APA to exert lead- 
ership in the formation and implementation of policy on the mental 
health aspects of planning for and responding to disasters, APA 
establish liaison with four organizations. 1) The National Disaster 
Medical System is trying to improve and coordinate medical and 
surgical response to disasters. 2) The Office of Science and Technol- 
ogy has a National Committee on Disaster Reduction, which is pre- 
paring a report for 1991. APA should offer its services to this com- 
mittee to ensure that mental health aspects are included in the 
committee’s deliberations. 2) The American Red Cross now has a 
mental health task force, which is studying the psychiatric dimension 
of disaster recovery. 4) The Federal Emergency Management Agency 
(FEMA) is involved in the review and reorganization of disaster 
response plans. The task force also suggested that the district 
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branches form committees on psychiatric dimensions of disasters 
and work closely with state and local disaster relief groups. 
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The Council on Psychiatric Services 


J. Frank James, M.D., Chairperson 


The Council on Psychiatric Services embodies a strong commit- 
ment to the needs of patient populations and the interests of psychi- 
atrist constituencies. In service of that commitment, the council at- 
tempts to strengthen and update modalities of care and treatment. 
These efforts are reflected in the reports of the council and its 
compor.ents. 

A number of issues affecting patients with inadequate financial 
resources took priority in the past year. In September 1990 the 
Public Citizen Health Research Group and the National Alliance for 
the Mentally Ill released a report that rated state mental health 
programs and included a number of assertions and recommenda- 
tions for public sector psychiatry. The report contained much infor- 
mation that could help those concerned with improving delivery of 
care and treatment through public systems and facilities. However, 
two points were particularly troublesome to the council and the 
Committee on State and Community Psychiatry Systems: first, the 
assertion that psychiatrists have abandoned the public system and, 
second, the suggestion that, because of the shortage of psychiatrists 
in the public system, other nonmedical professionals should be 
trained to prescribe neuropsychopharmacologic medications. The 
council believed communication and education are required, partic- 
ularly for the citizen advocates for the mentally ill. The council 
emphasized the efforts and role of the Committee on State and Com- 
munity Psychiatry Systems, APA’s project funded by the Pew Me- 
morial Trust to establish collaboration between state systems and 
universities, the efforts to strengthen the role of medical directors in 
state mental health agencies and facilities, and the efforts to maintain 
application of a strong medical standard to state facilities and pro- 
grams. Near the close of the year, the council was gratified to learn 
that meetings were planned for discussion of these matters among 
leaders of APA and the National Alliance for the Mentally Ill. 

Access to treatment with clozapine with appropriate monitoring 
mechanisms was a major concern of the council, which continuously 
and in concert with other components urged the APA leadership to 
take aczion through all possible channels to ensure that patients who 
may benefit from this medication will have access to it. In May-1990 
the Committee on the Chronically Mentally Ill called for rapid at- 
tention to the issue by the APA Board of Trustees, and the council 
again raised the matter in October with the Joint Reference Com- 
mittee, when concern was expressed by many councils. APA has 
sponsored forums for communication between psychiatrists and rep- 
resentatives of Sandoz Pharmaceuticals, the U,S. manufacturer of 
clozapine; it has generated activity and testimony on Capitol Hill; 
and it has met with representatives of the Food and Drug Adminis- 
tration and representatives of Sandoz. Additional options for action 
will be explored. í 

The council supports the principle that psychiatrists have a special 
responsibility to the mentally ill who cannot pay for services. For 
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several years the council has struggled with how to encourage psy- 
chiatrists to provide services for reduced or no fees to poor or un- 
derserved groups, a task that is difficult during a time of economic 
change and uncertainty in the health care field. Nevertheless, the 
council suggested several mechanisms to encourage and recognize 
psychiatrists who do provide such services: 1) the district branches 
could facilitate participation of their members in services for the 
poor and underserved, 2) APA could recognize district branches 
whose members make significant contributions, 3) APA could solicit 
information about exemplary or innovative contributions and give 
special recognition to the members who make them, 4) APA com- 
ponents could suggest ways in which contributions might be made, 
and 5) in its communications and negotiations with external groups, 
APA could promote the development and analysis of data concern- 
ing the numbers of indigent or other persons in need of psychiatric 
care but without the necessary financial resources, the cost-benefits 
of care, the kinds of care needed, and other information that will 
allow psychiatry to respond to the needs of those who cannot pay for 
care. The council’s suggestions have not yet been adopted by the 
Board or Assembly, and the council would welcome ideas from 
interested members. 

In May 1990 the Assembly endorsed an action paper calling for 
APA attention to the use, adaptation, and development of optimal 
systems of mental health care delivery. This is a vast topic subject to 
local laws, conditions, and resources across the country. To get a 
grasp of the subject, the council agreed to establish a consortium of 
chairpersons of APA’s public psychiatry ccmponents. The consor- 
tium is charged to identify deficiencies in care delivered to groups 
with special needs, to present existing or hypothetical models that 
address such deficiencies in a cost-effective and clinically sound man- 
ner, and to prepare information for the APA leadership that could be 
used for advocacy and other purposes to benefit mental health care 
delivery systems. The consortium will receive its ongoing direction 
from the Council on Psychiatric Services. The autnor of the action 
paper, Dr. Eric Vance, a psychiatry resident, has been asked to assist 
the consortium in exploring the possibilities presented by the action 
paper. 

As APA began its efforts to develop practice guidelines, the council 
recommended that active practicing clinicians be involved from the 
beginning of the process’ and have a significant role. Similarly, as 
APA’s Ad Hoc Committee on Managed Care Isstes took shape in 
the past year, the council urged a balance of representation of the 
different segments of psychiatry, and, at the urging of the Committee 
on Private Practice, the council emphasized appropriate input from 
private practitioners. 

The Committee on Private Practice, Boris Rifkin, M.D., chairper- 
son, continued its efforts to generate information and to examine 
viewpoints for private practitioners through its column in Psychiat- 
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ric News and through a foram during the 1990 annual meeting that 
convened private practitioners and several leaders of APA. In con- 
junction with the Committee on Special Benefit Programs, the com- 
mittee also sponsored a day of workshops on private practice issues: 
setting up a private practice, professional liability, legal issues, cop- 
ing with isolation in private practice, and managed care. The com- 
mittee expects to sponsor another forum and series of workshops 
during the 1991 annual meeting. In the past year committee mem- 
bers have arranged liaison with APA components concerning coding 
and managed care issues to ensure private practitioner input. Be- 
cause of the committee’s full agenda, attempts are under way to add 
a second Assembly liaison and an additional consultant to the 
committee. 

With support from the Assembly, the Committee on the Practice 
of Psychotherapy, Marcia Goin, M.D., chairperson, worked with 
the Office of Research to complete a feasibility study regarding the 
cost-effectiveness of psychctherapy. In this instance, cost-effective- 
ness is interpreted as dollars saved in the workplace—increased pro- 
ductivity, etc. The result of the study is a report on findings in the 
literature, problems involved in conducting studies of the issue, and 
recommendations for next steps. Leaders at the National Institute of 
Mental Health (NIMH) have expressed interest in the project and 
are prepared to convene additional meetings with experts in research 
design, project developmert, and psychotherapy. Once this is ac- 
complished, it is possible that NIMH will issue requests for propos- 
als for research studies. The committee also continued its work on a 
brief document for primary care physicians that advocates psycho- 
therapy. The document is now under consideration by the council. 

The Committee on Rehabilitation, Arthur Meyerson, M.D., chair- 
person, concerned itself with reports that Medicare intermediaries in 
same northeastern states began systematic cuts in Medicare funding 
for rehabilitation/day hospital services. Through Psychiatric News 
the committee solicited information from psychiatrists and other 
providers who know of inszances where Medicare funding was de- 
nied on the grounds of lack of active treatment in day care programs. 
The committee also has worked with representatives of the Task 
Ferce on DSM-IV. Particularly, the committee wants users of 
DSM-IV to be aware of the need for specialized disability assess- 
ments in diagnostic evaluations for entitlement programs. The com- 
mittee continues to ke APA’s liaison to the Rehabilitation Services 
Administration and the President’s Committee on Employment of 
the Handicapped. Dr. Meyerson represents APA on advisory com- 
mittees to both of these agencies. 

The Committee on the Chronically Mentally Ill, Stephen Goldfin- 
ger, M.D., chairperson, has expressed strong concern about access to 
clozapine for appropriate patients and urged the council to raise the 
issue early in 1990. The committee continues to work with the APA 
Survey Design and Analysis Department to analyze data obtained in 
the recent biographical survey concerning chronically ill populations 
treated by psychiatrists. Working with the Commission on AIDS, the 
committee is developing a white paper on HIV infection in the 
chronically mentally ill. The committee expects to discuss issues 
relating to evaluation of systems of care in the coming year. 

The Committee on State and Community Psychiatry Systems, 
Steven Katz, M.D., chairperson, was renamed and reorganized in the 
past year to increase attenticn to community psychiatry issues. With 
the council’s full support and through clarification of its charge, the 
committee renewed its commitment to improve the quality of care 
for individuals served by public psychiatry, to enhance the effective- 
ness and image of public sector psychiatrists, and to increase psy- 
ch:atry’s leadership role in public and nonprofit state and commu- 
nity psychiatric facilities and programs. The committee encouraged 
the district branches to became or continue to be involved in devel- 
opment of their states’ comprehensive plans for mental health serv- 
ices, which are updated annually. To add strength to voices calling 
for improvement in public psychiatry systems and programs, the 
committee is exploring the development of collaborative relation- 
ships with the National Association of State Mental Health Program 
Directors and the National Council of Community Mental Health 
Centers. 

- The Committee on Liaison With the American Hospital Associa- 
tion, Stuart Keili, M.D., chairperson, continues to meet with its 
counterpart from the American Hospital Association. The joint com- 
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mittee of the two associations reviews recent and anticipated legis- 
lation and regulations to alert the parent organizations of shared 
interests and concerns. This year, the joint committee studied the 
impact of various managed care programs on the delivery of psychi- 
atric care by hospitals. The committee also urged APA to expedi- 
tiously develop psychiatric clinical indicators for hospital quality 
assurance programs that would reflect current psychiatric treatment 
practices, be easily adapted by hospital-based psychiatrists, and be 
easily comprehended by the staff of accrediting bodies. The commit- 
tee noted that the Health Care Financing Administration and the 
Joint Commission on Accreditation of Healthcare Organizations are 
creating their own such indicators. 

The Institute on Hospital & Community Psychiatry Program 
Committee, James T. Barter, M.D., chairperson, developed an ex- 
citing and rich program for the Institute in Denver on Oct. 7-11, 
1990. The Institute’s theme was “Emerging Issues in Clinical Psy- 
chiatry,” and it included full-day sessions on AIDS, managed care, 
dual diagnosis, and women’s treatment. Fourteen allied mental 
health groups held meetings, and APA sponsored a forum on clo- 
zapine titled “Clozapine: Indications, Access, Availability, and Re- 
search,” which elicited considerable input and discussion. Harold 
Eist, M.D., is chairperson of the program committee for the 1991 
Institute, and the committee has begun planning for that meeting, 
which will be in Los Angeles on Oct. 20-24. 

The Committee to Coordinate the Functions of the H&CP Ser- 
vice, Journal, and Institute, Gail Barton, M.D., chairperson, asked 
for and was granted a shorter name. Although its charge has not 
been changed, it will now be known as the Committee on the H&CP 
Service. This committee reported that the Service has transferred 
substantial funds to the H&CP journal to support Service members’ 
subscriptions. The Psychiatric Placement Service, a component of 
the H&CP Service, was organized to help hospitals and systems find 
qualified psychiatrists for vacant positions. Although this service is 
available to all facilities, Service members are charged a lower fee. 
The Video and Film Library Catalog, listing videos available for rent 
from the H&CP Service, was published in October; 22 new videos 
have been added to the library. The Service also added two new 
publications: Collected Reprints From an H@&CP Special Issue on 
Clozapine (1) and Video and Film Reviews (2), edited by lan Alger. 

The Committee on Veterans’ Affairs, Frederick Guggenheim, 
M.D., chairperson, obtained endorsement by the APA Board of 
Trustees of several statements that can be used to support advocacy 
for psychiatric patients cared for by the U.S. Department of Veterans 
Affairs (VA). These statements call for the availability in VA pro- 
grams of a full range of services, from long-term outpatient care to 
short-term inpatient intensive care. To address the psychiatric staff 
shortage, APA supported new affiliations between VA psychiatry 
services and academic departments of psychiatry and cooperative 
cost-sharing agreements that involve scarce personnel and high-tech- 
nology devices. APA also emphasized the importance of research to 
the recruitment and retention of physicians in the VA and in the 
maintenance of quality services to VA patients. The committee ap- 
preciated the excellent support of the APA Division of Government 
Relations, which prepared testimony for hearings throughout the 
year. 

The Committee on Psychiatric Services in the Military, Harry Hol- 
loway, Jr., M.D., chairperson, expressed its concern about the pro- 
posal by the Department of Defense to allow nonphysician mental 
health professionals to prescribe neuropsychopharmacologic agents 
after a brief training period. APA believes that such privileges, with- 
out proper medical training, would lead to at least inadequate pa- 
tient care, if not harm. APA has energetically and repeatedly tried to 
influence the Department of Defense and Congressional committees 
and to inform them about the effects of these medications and the 
education and complex training needed to prescribe them. With 
regard to Operation Desert Shield, the committee urged psychiatrists 
to volunteer services for those directly involved in the activity in the 
Persian Gulf and for members of their families, and the APA Board 
of Trustees joined in this encouragement. In another area, the com- 
mittee noted that APA had enacted a policy to ban recruiters from its 
meeting exhibits if the sponsor discriminated in its employment 
practices on the basis of several factors, including sexual orientation. 
The committee pointed out that while this policy ultimately affects 
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the psychiatric staff in the military, it has little effect on the over- 
all polizies of the Department of Defense, which are determined 
by Congress. The committee suggested that more definitive pro- 
gress might result from political efforts to change public laws and 
regulations. 

The Task Force on the Homeless Mentally Ill, Frederic Kass, 
M.D., chairperson, developed an interim report titled “General Di- 
rections for Public Policy in Behalf of the Mentally Il! Among the 
Homeless Population,” and the Board approved its publication. The 
report emphasizes the range of services, including comprehensive 
psychiatric services, needed to help homeless mentally ill individuals. 
The report can be obtained from the Office of Psychiatric Services. 
The task force continues to work on reports on homeless children 
and families, women, and other at-risk populations. The task force 
is also gathering information about district branch involvement in 
local projects in behalf of the homeless mentally ill. 

The Task Force on Psychiatric Services for Mentally Retarded! 
Developmentally Disabled Adults, Ludwik Szymanski, M.D., chair- 
person, completed its report and recommended increased attention 
by psychiatrists to this special population. Mental retardation is not 
limited to children, and the overwhelming majority of retarded 
adults living in the community use generic community facilities. 
Many have jobs, ranging from sheltered workshops to competitive 
employment. While living in the community upholds the rights and 
dignity of retarded persons, it exposes them to the stresses of modern 
life and others’ expectations of certain behaviors. The task force 
stressed that retarded persons have the same mental disorders as 
nonretarded people, and these can be diagnosed with the standard 
diagnostic criteria and techniques modified to fit the patient’s com- 
munication level. The report can be obtained from the Office of 
Psychiatric Services. The task force has also proposed establishment 
of a committee on psychiatric services for the mentally retarded to 
develop liaisons and projects for ensuring greater psychiatric input 
and involvement in services to the mentally retarded. 

The Task Force on Clinician Safety, William Dubin, M.D., chair- 
person, reported that interest and concern about clinicians’ safety is 
high, as documented by the number of inquiries from the press, 
media, residents, other psychiatrists, professionals from other disci- 
plines, district branches, and state officials. The task force has been 
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as responsive as possible to these inquiries. It sponsored several 
programs during the APA annual meetings, gathering information 
and following up by interviewing psychiatrists whe identified them- 
selves as having been assaulted or threatened. The task force antic- 
ipates completion of its report in the near fature. 

Two components began work during the vear. Tae Committee on 
Psychiatric Services in Jails and Prisons, Henry “einstein, M.D., 
chairperson, is charged to develop curricula for education, to en- 
hance practitioners’ opportunities for professiona development in 
this area, and to advise APA components, national organizations, 
and others on matters relating to mental health issves involving jails 
and prisons. The Task Force on Familu/Systems Tazrapy, Frederick 
Gottlieb, M.D., chairperson, is charged to identify specific family/ 
system issues appropriate for APA concern and action and to de- 
velop a succinct working document for APA compcnents that can be 
used to frame liaison activities within and beyond. APA, 

In June 1990 the council formally recommended, and the Board of 
Trustees approved, the disbandment of two long-standing compo- 
nents, the Committee on Drug Abuse, Edward Kaufman, M.D., 
chairperson, and the Committee on Alcoholism, Fichard Frances, 
M.D., chairperson. Both committees were commended for their ex- 
cellent work, development of positions and reports, and support for 
establishment of the APA Council on Addiction Fsychiatry, which 
will have an opportunity to expand APA’s work in this field. 

It has been a busy and rewarding vear. The council anticipates 
several challenges in the coming year relating to eccess to services, 
quality of care, and the strength of psvchiazry’s ccntribution in the 
many arenas touching on treatment and services. 
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The Council on Psychiatry and Law 


Paul Appelbaum, M.D., Chairperson 


In December 1989 the APA Board of Trustees approved a resource 
document concerning patients’ right to refuse medication. This doc- 
ument was approved with the proviso that the council would review 
the experiences in the states that had mandated judicial review for 
refusals of medication in order to understand the problems and any 
possible benefits. At its fall 1990 meeting the council reviewed an 
informal survey of the 13 states that maintain a judicial review 
mechanism. The survey was based on the experiences of a hospital 
administrator and a clinician from each of the 13 states. The council 
has appointed a subcommittee that will draft a short paper to sup- 
plement the right to refuse medication document. The proposed 
paper will focus on the disadvantages and advantages of judicial 
review systems and will suggest ways to maximize the benefits of 
those systems. The paper will not contain a proposal for model 
regulations for organizing state judicial review systems. It is expected 
that a draft of the paper will be available to the Council for review 
at its May 1991 meeting. 

During its May 1990 meeting the council heard from APA staff 
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about recent investigations and prosecutions involving Medicaid 
fraud. The investigations have focused on three major issues: 1) the 
tendency among enforcement units tc resort to prosecution before 
pursuing available civil remedies, 2) the intrusive m-vestigatory tech- 
niques that are widely used by these enforcement units, and 3) the 
ambiguity within the regulations themselves concemming proper cod- 
ing and billing practices for psychiatrists. As a follow-up to this 
briefing, Dr. Appelbaum, along with the chairpe-sons of the Joint 
Commission on Government Relations and the Commission on 
Judicial Action, drafted a letter to the district branches. This com- 
munication outlined the problem and asked the d_strict branches to 
attempt to clarify at the state level the regulations and the enforcers’ 
interpretations of them. 

The council has been examining the reporting cf mentally ill per- 
sons to departments of motor vehicles. In the meantime, Jeffrey 
Metzner, M.D., a council member, was asked by the Federal High- 
way Administration to chair a task force to de-ermine standards 
governing the issuance of drivers’ permits to mentally ill persons. 
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The federal task force is expected to complete its final report by 
October 1990. Once the work of the Federal Highway Administra- 
ticn is completed, Dr. Metzner will formulate a proposal on APA’s 
role in this area. This propcsal will be considered by the council at 
the May 1991 meeting. At that time the council will discuss whether 
to propose an APA task force to study this issue. 

In an effort to determine a mechanism for peer review of forensic 
testimony, the council met with the Commission on Judicial Action 
during the: fall components meetings. The groups reviewed deposi- 
ticn and trial testimony sukmitted by two members of the council. 
The goal of the project was to determine whether groups of psychi- 
atrists could meaningfully evaluate colleagues’ testimony. The coun- 
cil members agreed this pa-ticular experiment proved that educa- 
ticnal peer review is clearly possible when transcripts are not 
problematic, as was the case here. The next step is to determine 
whether peer review is possible when testimony raises issues of ethics 
or competence and, if so, what contribution such a review can make. 
Tke council will meet with the Commission on Judicial Action at the 
May 1991 meeting to pursue this issue. 

The desirability of legislation criminalizing psychotherapist-pa- 
tient sex was the subject of a preliminary discussion at the council’s 
fall meeting. The council decided to invite representatives from other 
appropriate components for further discussion of this issue. 

The Committee on Confiaentiality, Renee Binder, M.D., chairper- 
soa, has continued to address confidentiality concerns brought to its 
attention by APA components and members. At the instruction of 
the Joint Reference Committee, the committee coordinated re- 
sponses by various APA components to an Area III Assembly action 
paper, “The Role of the Psychiatrists When Requested to Provide 
Information About Patients for Security Clearances.” After review- 
ing the components’ responsz2s, the committee drafted (and the coun- 
cil approved) a set of guidelines, which read, 


1) A current authorization to release information should be 
included with any such request for information. 

2) In addition, ta be certain that the authorization represents 
an informed consent, the psychiatrist should make reasonable 
efforts to contact the patient directly and discuss the informa- 
tion to be released and th2 possible consequences of its disclo- 
sure. 

3) As with othe: requests for release of information, care 


should be taken to limit the information released to that which 
is relevant to the request. 


These guidelines were approved by the Joint Reference Committee at 
its October meeting and will be forwarded to the Assembly and 
Board for their approval. 

The committee met with staff from Psychiatric News to discuss the 
possibility of a column every 2 months. The column would have a 
question-and-answer format and would initially focus on third-party 
evaluations and confidentiality. 

Other topics the committee is currently discussing include confi- 
dentiality in residency training programs and the confidentiality of 
computerized records. 

The Task Force cn Disclosure of Psychiatric Treatment Records in 
Child Custody Disputes, Carl Malmquist, M.D., chairperson, con- 
tinues to develop a report on issues involving access to a parent’s 
psychiatric records in child custody disputes. 

The Task Force cn Use and Misuse of Psychiatric Diagnoses in the 
Courts, Seymour Halleck, M.D., chairperson, hopes to have a final 
draft of its report >y May 1991. The document covers the appro- 
priate use of psychiatric diagnoses and is intended to assist the courts 
in avoiding over- or understatement of the importance of diagnosis 
in reaching a judgment about a person’s mental state. The report 
also is an attempt to deal with the difficult issues of the concept of 
disease and its implications for responsibility for behavior. 

The Task Force on Consent to Voluntary Hospitalization, Fran- 
cine Cournos, M.D., chairperson, is a new task force formed as a 
result of the Supreme Court decision in Zinermon v. Burch. This 
decision raised questions about the legitimacy of consent given by 
patients who may be incompetent at the time of hospitalization and 
suggested that such patients should be dealt with by means of in- 
voluntary commitment. This task force will 1) review the Zinermon 
decision and other applicable law, 2) assess the impact Zinermon has 
already had on state mental health systems, 3) recommend options 
for APA and its district branches to pursue, through regulatory and 
legislative channels, to maintain a viable system for voluntary hos- 
pitalization, and 4) embody those options in a report that can be 
used as background material for policy makers considering changes 
in procedures for voluntary hospitalization. 


The Council on Research 


Herbert Pardes, M.D., Chairperson 


The Council on Research, in conjunction with its components, is 
the body within the Association that ensures the vigor of the psy- 
chiatric research enterprise Ly focusing on science policy and scien- 
tific assessment, research studies, and, especially important, research 
training. The council has been carefully monitoring science policy 
issues, particularly animal rights, research appropriations, conflict of 
interest, training and infrast-ucture needs, and funding of research 
on child psychiatry. Many of these issues and those of the research 
components are addressed in the column “News From the Council 
on Research” in Psychiatric Research Report (PRR), the Office of 
Research quarterly newsletter. Individuals who would like to receive 
PRR should contact the APa Office of Research. 

The council was delighted to meet and continue its annual discus- 
sions with key leaders of the federal research agencies, including the 
Alcohol, Drug Abuse, and Mental Health Administration, the Na- 
tional Institute of Mental Health (NIMH), the National Institute on 
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Alcohol Abuse and Alcoholism, and the National Institute on Drug 
Abuse. Over the years these meetings have identified issues of mutual 
concern and provided an opportunity for informal collaboration. 
Areas that were highlighted this year include Decade of the Brain 
activities, the implementation of the child mental disorders research 
plan, the reorganization of NIMH, 1991 research appropriations, 
drug abuse clinical research guidelines, and animal research, among 
others. 

Animal research remains high on the council’s agenda, and the 
council continues to stress the need to educate the public about the 
essential role of animal research in the clinicial neurosciences. In 
addition to monitoring federal regulations concerned with this issue, 
this year the council recommended to the Board of Trustees that 
contributions be made to two important organizations—the Coali- 
tion for Brain Research and the Medical Society Legal Defense Fund. 
The coalition is composed of representatives from the major clinical 
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societies involved in brain and behavioral research, and it produces 
and develops patient and other needed educational materials. The 
Medical Society Legal Defense Fund assists scientists who have legal 
difficulties resulting from actions by animal rights activists. In addi- 
tion to pledging a portion of its own budget and requesting matching 
funds from other APA sources, the council will alert other psychi- 
atric groups (e.g., the American College of Neuropsychopharmacol- 
ogy, the American Association of Chairmen of Departments of Psy- 
chiatry, the American Academy of Child and Adolescent Psychiatry, 
the American Psychosomatic Society, the American Psychopatholog- 
ical Society, the American Psychological Society, and the Biological 
Psychiatry Association) to the important work of the Coalition for 
Brain Research and the Medical Society Legal Defense Fund. 

The council collaborates regularly with the Scientific Program 
Committee, and its efforts have helped to increase the size of the 
New Research Program, which doubled in 1990. The Young Inves- 
tigator sessions and activities have gone very well since they were 
initiated in 1989, as have the other research sessions. 

The council administers two APA awards—the Lilly Psychiatric 
Research Fellowship and the Kempf Fund Award for Research De- 
velopment in Psychobiological Psychiatry. The council reappointed 
last year's award subcommittee (Ron Rieder, M.D., Robert Cancro, 
M.D., Robert Hirschfeld, M.D., and Walter Hong, M.D.) to review 
the 1997 applications and select the winners. The winners of the 
1990 Kempf award were John Kane, M.D. (senior awardee) and 
Gustav Degreef, M.D. (junior awardee), and Christopher Mc- 
Dougle, M.D., received the Lilly Psychiatric Research Fellowship. 

The final report of the Task Force on Prevention Research, Robert 
Rose, M.D., chairperson, was approved and published in the Amer- 
ican Journal of Psychiatry (1). The task force was discharged and 
thanked by the Board of Trustees when the report was approved in 
June 1990. 

The Committee on Research on Psychiatric Treatments, John 
Kane, M.D., chairperson, spent considerable time discussing the de- 
velopment of practice guidelines and convened a meeting early in 
1990 primarily to assist APA in framing the overall plan for address- 
ing this issue. The committee considered and suggested options with 
regard to several practice guideline areas, including the nature of the 
guidelines, the process of development, and policy considerations. 
The committee stressed that any practice guidelines developed must 
be based on evidence and well documented, that they must involve 
clinician input, and that the APA efforts should not encourage pseu- 
dospecificity in the absence of meaningful data. The minutes of this 
early meeting were subsequently used as a starting point for the joint 
Board and Assembly Work Group on Practice Guidelines that was 
later appointed by the Board of Trustees. The committee and the 
council agreed that development of practice guidelines is a complex 
task and that the guidelines will have a major impact on the practice 
of psychiatry, and they strongly urged that, to assure credibility of 
the final product, the project be placed under the aegis of the Council 
on Research. 

Additional activities of the committee include revising the psy- 
chopharmacology screening criteria that were published in the last 
edition of the peer review manual; the revised criteria will be pub- 
lished in the next edition. The committee actively discussed many of 
the controversial issues involving clozapine and agreed in October to 
set up a small subcomponent to develop criteria for alternative mon- 
itoring systems. Other issues considered by the committee were an- 
ticonvulsants in psychiatry, treatment of nicotine dependence, and 
the nursing home guidelines for use of psychiatric drugs developed 
by the Health Care Financing Administration. 

Further, the Committee on Research on Psychiatric Treatments 
oversees a variety of treatment-related task forces, including the 
Task Force on Electroconvulsive Therapy, the Task Force on Ben- 
zodiazepine Dependency, the Task Force on Psychosocial Treatment 
Research, and the Task Force to Study the Long-Term Effects of 
Lithium on the Kidney. Summaries of their activities are included in 
the con:ponent reports that follow. 

The Task Force on Tardive Dyskinesia, John Kane, M.D., chair- 
person, submitted its final report to the Committee on Research on 
Psychiatric Treatments, the Council on Research, and the Joint Ref- 
erence Committee in the fall of 1990. The report was approved by 
each of these groups pending a few nonsubstantive changes. If ap- 
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proved by the Board in December 1990 the report will be published 
as an APA task force report. The Council on Research agreed that 
the report was comprehensive and generally an excellent educational 
document and will likely be widely quoted. 

The council was pleased that the report of the Task Force on 
Electroconvulsive Therapy, Richard Weiner, M.D., chairperson, ti- 
tled The Practice of Electroconvulsive Therapy: Recommendations 
for Treatment, Training, and Privileging (2), was well received in the 
psychiatric community and continues to sell well for APA. The task 
force responded vigorously to proposed regulations published by the 
Food and Drug Administration (FDA) to reclassify ECT devices 
from class III (requiring premarket approval) to class II (requiring a 
performance standard) for use in treating severe depression. The task 
force, working in conjunction with the Division of Government Re- 
lations and through coordinated activizies with other groups and 
individual psychiatrists, hopes to persuade the FDA to modify the 
regulations to include mania and schizophrenia in this reclassifica- 
tion and to clarify the meaning of “severe depression.” 

The Task Force on Psychosocial Treatment Research, John Doch- 
erty, M.D., chairperson, submitted a draft of its final report to the 
Committee on Research on Psychiatric Treatments. The committee 
reviewed the document and requested that a number of changes be 
incorporated before the report is forwarded to the counci.. The 
council anticipates that the document will be approved for publica- 
tion sometime in 1991. 

The council recommended that the Task Force to Study the Long- 
Term Effects of Lithium on the Kidney, George H2ninger, M.D., 
chairperson, be dismissed. While the task force report itself was 
never completed, because of a variety of difficulties, the current ev- 
idence indicates that lithium has no clinically significant long-term 
effects on the kidney. . 

The report of the Task Force on Bernzodiazepinz Dependency, 
Carl Salzman, M.D., chairperson, was published early in 1990 and 
is available from the American Psychiatric Press, Inc. The council 
was very pleased with the document, Benzodiazepine Dependence, 
Toxicity, and Abuse (3), but, as the task force had completed its 
work, the council recommended that it be disbanded with thanks 
and acknowledged for its excellent contribution to the literature. 

The Committee on Research Training, Ronald Rieder, M.D., 
chairperson, is focusing on both long-term and short-term recruit- 
ment of researchers. It has developed a clearinghouse to assist med- 
ical students, residents, and psychiatrists with finding appropriate 
training programs and to disseminate information that will support 
development of psychiatric research careers, The committee cur- 
rently is working on a proposal for the development of research 
tracks to be incorporated into psychiatric residency training pro- 
grams. It hopes to accomplish this by establishing flexible guidelines 
for research training tracks and suggesting how thzy can be inte- 
grated into the Residency Review Committee requirements, compil- 
ing and disseminating detailed information about programs offering 
such tracks, and using the National Resident Matching Program for 
delineation of these tracks. Under the National Resident Matching 
Program, research tracks would be delineated with a specific match 
number (i.e., a unique suffix would be used to indicate that a specific 
facility has a psychiatric research training track). This system would 
identify and promote these tracks to scignce-minded applicants who 
might not have otherwise realized such programs are available. The 
committee hopes to develop such a program by working with the 
American Association of Chairmen of Departments of Psychiatry, 
the American Association of Directors of Psychiatric Residency 
Training, the Committee on Graduate Medical Education, the Res- 
idency Review Committee, and other groups. A copy of the com- 
mittee’s proposal is available from the APA Office of Research. 

A longer-term proposal being considered by the committee is the 
initiation of a national conference on recruitment. The plans Zor this 
conference, however, have been suspended while the committze con- 
centrates on the research track proposal. 

The committee maintains an importent liaison with the Advisory 
Committee for the Program for Minority Research Training in Psy- 
chiatry, since the goal of this program is to increase the number of 
underrepresented minority men and women in psychiatry research. 
Under this program, funding was granted to six “riini-fellows” for 
attendance at the annual meeting of the Southern Association for 
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Research and Psychiatry, which tock place in Chapel Hill, N.C., in 
March 1990. In addition, 20 more “mini-fellows” received funds to 
attend the 1990 APA annual meeting, and plans are under way to 
support the attendance of 10 APA ‘“‘mini-fellows” at the American 
College of Neuropsychopharmacology meeting in December. Other 
aspects of this program include recruitment, the establishment of 
data bases and networks, and the development of systems to fund 
additional research training experiences for medica] students, resi- 
dents, and postresidency fellows. The advisory committee will be 
discussing the availability of funding for minority faculty at a future 
meeting. Additional information on the Program for Minority Re- 
szarch Training in Psychietry is available from the APA Office of 
Research. 

The Committee on the Biographical Directory and Research on 
Fsychiatric Professional Activities, Robert Dorwart, M.D., chairper- 
son, reports that the 1989 Biographical Directory has sold more 
than 3,500 copies since it was published in 1989. However, the 
directory was expensive to produce and consistently loses money, so 
the committee is exploring a number of options for publication of 
future directories and will present several to the council for its con- 
sideration next fall. Specifically, the committee believes that a 
smaller, less expensive, more up-to-date directory may be needed. 
Most research data would then be collected through smaller surveys 
of specifically targeted samples separate from the directory process. 
The committee developed and distributed an errata sheet for the 
1989 directory. 

The committee continues to analyze the data collected from the 
professional activities survey and has provided data to the Commit- 
tee on the Chronically Mentally Ill and to the Task Force on Psy- 
cniatrist Payment for the study of specific topics. The committee is 

also writing an article describing basic findings from the professional 
activities survey, and it is collaborating with researchers at Harvard 
University and the University of Maryland to rapidly analyze and 
disseminate professional activities survey findings concerning impor- 
tant policy issues to APA end the field. 

The Work Group on National Data Bases for Psychiatry, Robert 
Corwart, M.D., chairperson, reports directly to the Board of Trust- 
ees but maintains an important liaison with the Council on Re- 
search. This group is developing a preliminary report that will be 
shared with the council early in 1991 so the council can use the 
information in it. 

The Committee on Psychiatric Diagnosis and Assessment, Layton 
McCurdy, M.D., chairperson, oversees diagnostic assessment activ- 
ities, including the work of the Task Force on DSM-IV and the Task 
Force on Quantitative Electrophysiological Assessment (separate re- 
ports follow). In addition tc overseeing these important components, 
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the committee examined the effectiveness of diagnostic testing and 
therapeutic services for sleep disorders, recommended that APA 
adopt a policy on DSM-related computer software, and has been 
involved in the American Board of Psychiatry and Neurology’s de- 
velopment of a process for granting special qualifications in EEG to 
psychiatrists. H 

The final repor- of the Task Force on Quantitative Electrophysi- 
ological Assessment, Robert Freedman, M.D., chairperson, was ap- 
proved by the Committee on Psychiatric Diagnosis and Assessment, 
the Council on Research, and the Joint Reference Committee and 
has been forwarded to the Board of Trustees for approval. The 
council generally agreed that the report was excellent. Basically, it 
indicates that quantitative EEG has some limited utility clinically as 
an adjunct in diagnosing certain disorders, such as delirium and 
dementia, involving significant CNS dysfunction. While it is a valu- 
able research tool for investigating other psychiatric disorders, its 
clinical utility in this regard has yet to be demonstrated. 

The Task Force on DSM-IV, Allen Frances, M.D., chairperson, 
reported that the development of DSM-IV is going extremely well, 
Each work group developed a literature review, and these reviews 
have been widely distributed. The John D. and Catherine T. 
McArthur Foundation provided grants for the reanalysis of data and 
for general field trials. In addition, NIMH has funded focused field 
trials, which are now under way. DSM-IV Work in Progress: Op- 
tions Book will be available in the spring of 1991. The task force is 
also developing a primary care DSM-IV effort and has contacted 
primary care specialty groups to have formal liaisons appointed. The 
Committee on Consultation-Liaison Psychiatry and Primary Care 
Education has also been actively involved with this effort. Finally, 
the task force praduces DSM-IV Update, a semiannual newsletter. 
Individuals wishing to receive copies should write to the APA Office 
of Research. 
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Whatever Happened to Insomnia 
(and Insomnia Research)? 


N ational surveys of the prevalence of insomnia have always reported impres- 
sively high numbers of Americans with complaints of insomnia. In a study of 
the 1-year U.S. prevalence of insomnia reported at the 1983 National Institute of 
Mental Health (NIMH) Consensus Conference on Drugs and Insomnia (1), 33% of 
the Americans surveyed complained of insomnia to some degree and 17% of this 
group reported that their symptoms were serious. Only 15% of the subjects with 
serious insomnia in this survey used prescribed or over-the-counter hypnotics. Nev- 
ertheless, three different hypnotic drugs were listed among the top 200 best-selling 
drugs of 1989 (2). 

Despite the vast number of patients with complaints of insomnia and the fact that 
symptoms of insomnia are among the most common complaints in the doctor’s 
office, research on the etiology and treatment of insomnia has not reflected its high 
frequency or substantial impact on the patient. A search of currently funded NIMH 
grants revealed only four projects dealing primarily with the pathophysiology, di- 
agnosis, or treatment of insomnia. It is even more discouraging that Reynolds and 
colleagues, reporting in this issue of the Journal (3), could find only 27 research 
studies of primary insomnia published during the last 20 years that met minimal 
standards of empirical research. Their article is an important step in the path to 
developing useful, reliable, valid, and specific diagnostic and treatment strategies for 
insomnia. As extensively described in their article, clinical wisdom and experience 
have far outstripped the supporting published empirical evidence in insomnia diag- 
nosis and treatment. Therefore, diagnostic and treatmént decisions may lack spec- 
ificity and reliability or may even not have a firm basis in fact. 

Their review deals with primary insomnia, a category of insomnia that is not 
associated with diagnosable mental disorders (or medical disorders). Indeed, in the 
U.S. survey just described (1), 50% of the group with serious insomnia did not 
report high levels of emotional distress. This is consistent with the evolving concept 
of insomnia as a multifactorial disorder that may be caused and maintained by 
organic, psychological, and/or other factors. The idea that insomnia is not neces- 
sarily psychological has been reflected in changes in DSM-III and DSM-III-R and in 
the 1979 sleep nosology of the Association of Sleep Disorders Centers (4) (currently 
the American Sleep Disorders Association) and the newly published International 
Classification of Sleep Disorders (ICSD) (5), also published by the American Sleep 
Disorders Association in collaboration with several international sleep research so- 
cieties. The first DSM editions categorized insomnia in a manner suggesting its 
etiology is purely psychological. However, by the late 1970s, with the explosive 
development of sleep disorders medicine as a clinical and research discipline, it was 
clear that some insomnias were caused, maintained, and/or exacerbated by organic 
disorders. This was documented in depth by the ground-breaking 1979 sleep nosol- 
ogy. Despite some controversy, it was considered to be sufficiently important to be 
included in. outline form as an appendix in DSM-III. DSM-III-R included a section 
on sleep disorders in the main body of the text and is notable because for the first 
time it acknowledged that insomnia may be related to a known organic disorder. 
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The fact that insomnia may be associated with mental, organic, or other factors 
should have a dramatic impact on the differential diagnosis and treatment of in- 
somnia (6). As noted in the NIMH consensus conference, it is incumbent on the 
practitioner to search for any underlying mental or organic cause of insomnia so that 
the therapy chosen is appropriate. In addition to sedative/hypnotics, the following 
types of treatment have been reported to be useful for insomnia: progressive relax- 
ation training; electromyographic (EMG), theta, or sensorimotor rhythm (SMR) 
biofeedback training; behavioral therapies, including stimulus control and sleep 
restriction therapy; and therapies for insomnia with clear organic etiologies, such as 
nasal ccntinuous positive airway pressure (NCPAP). Unfortunately, the treatment 
literature indicates a heavy emphasis on hypnotic medications for the treatment of 
insomnia. This emphasis on hypnotic medication research may simply reflect a lack 
of general information regarding the causes of insomnia and available nonpharma- 
cological treatments. Alternatively, it may result from a lack of research regarding 
the best treatments for different types of insomnia or a greater availability of re- 
search funds in this area from pharmaceutical companies. 

Insomnia is typically reported to be unpleasant and frustrating, to provoke anx- 
iety, to induce sleepiness, and even to be disabling, yet it is often seen as an un- 
avoidable and normal part of life. Progress in the diagnosis and treatment of in- 
somnia may be hindered by the general perception by patients and doctors alike that 
insomnia is common, usually transient, and trivial. Physicians and other mental 
health professionals have also experienced insomnia themselves and may have pre- 
conceived notions about its causes and treatments. 

The article by Reynolds and colleagues in this issue of the Journal points the way 
for muca needed research in insomnia. The authors have showed courage in reject- 
ing some of the ICSD primary insomnia categories for inclusion in DSM-IV even 
though they are currently used by many sleep disorders clinicians. However, by 
rejecting them because of insufficient empirical evidence, they have set a high stand- 
ard for inclusion of future new categories in DSM-IV and signaled that clinical 
experier.ce and judgment must be supported by unbiased, well-controlled research. 
Better diagnoses will allow the clinician to select treatments most appropriate to the 
symptom picture. 

Insormnia has serious effects on many patients’ lives. Continued research efforts 
must complement clinical wisdom if the current knowledge in insomnia diagnosis 
and treatment is to progress beyond the “take two of these at bedtime” level of 
practice. 
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Origins of DSM-I: A Study in Appearance and Reality 


Gerald N. Grob, Ph.D. 





The author traces the history of psychiatric nosology in the United States from its origins 
in the early nineteenth century to the introduction of DSM-I in 1952. Until World War I, 
psychiatrists were not interested in systematic classification, although they were concerned 
with diagnosis. The first official nosology, adopted in 1918, reflected the need to collect 
mental hospital data. The federal Bureau of the Census had a role in the development of this 
nosology in that it required such data. The publication of DSM-I marked an internal trans- 
formation that mirrored the growing dominance of psychodynamic and psychoanalytic psy- 
chiatry and the relative weakness of the biological tradition. This transformation occurred 
largely as a result of the lessons learned by psychiatrists during World War II. The author’s 
basic argument is that nosology reflected not only psychiatric ideology but also other, ex- 


ternal determinants at any given point in time. 


(Am J Psychiatry 1991; 148:421-431) 


I n modern medicine, as in modern society, classifi- 
cation systems play a crucial role, for without such 
systems the collection and analysis of data are all but 
impossible. Two symbols perhaps best represent the 
centrality of taxonomy: the census and the computer. 
In its origins, the census was but a limited undertaking 
designed for certain specific purposes: to facilitate the 
collection of taxes, to measure the strength of the na- 
tion-state, or to allocate political representation. In the 
nineteenth century, however, a radically new concept 
emerged, namely, that the census could define and de- 
scribe reality in statistical terms. Similarly, the com- 
puter was given legitimacy by the appealing claim that 
it was both possible and desirable to group data of all 
varieties into logical and self-evident categories. In 
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turn, the analysis of the relationships among different 
classes of data could lead to greater knowledge and 
understanding, whether of the social and physical envi- 
ronment or of human behavioral patterns. 

Classification systems are neizher inherently self-ev- 
ident nor given. On the contrary, they emerge from the 
crucible of human experience; change and variability, 
not immutability, are characteristic. Indeed, the ways 
in which data are organized at various times reflect 
specific historical circumstances. Empirical data, after 
all, can be presented and analyzed in endless varieties 
of ways. 

The development of psychiatric nosology is a case in 
point. Although nosological debates dealirg with men- 
tal disorders were (and are) phrased in scientific and 
medical language, they were shaped by a variety of 
factors: the social origins and ideological, political, 
and moral commitments of psychiatrists; their desire 
for status and legitimacy; the characteristics of their 
patients; the nature and location of their practices; and 
the broader social and intellectual currents prevalent at 
a given time. Nowhere are these generalizations better 
illustrated than in the developments that culminated in 
the publication of the first edition of the Diagnostic 
and Statistical Manual: Menta! Diseases {DSM-I) in 
1952. 
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NOSOLOGY VERSUS DIAGNOSIS 


Psychiatrists in nineteenth-century America were for 
tke most part uninterested in elaborate nosologies that 
systematized mental illnesses in formal and overly rigid 
ways. Like other physicians, they conceived of disease 
in individual rather than general terms. Health was a 
consequence of a symbiotic relationship or balance 
among nature, society, and the individual (1, 2). Dis- 
ease, by way of contrast, represented an imbalance 
that followed the violetion of certain natural laws that 
governed human behavior. To be sure, mental illnesses 
were indistinguishable from other physical illnesses 
and occurred when false impressions were conveyed to 
the mind because the brain or other sensory organs 
had been impaired. Nevertheless, psychiatrists also be- 
lieved that mental illnesses were precipitated by a com- 
bination of psychological and environmental etiologi- 
cal factors that were mediated by the constitution or 
predisposition of the individual. Thus, insanity often 
followed violation of the natural laws that governed 
haman behavior and was linked as well with immo- 
rality, improper living conditions, or other stresses that 
upset the natural balance. 

The holistic concept of insanity for American psy- 
chiatrists represented both an act of faith and a start- 
ing assumption. Except for a few cases in which au- 
topsies revealed the presence of a brain tumor or other 
physical abnormality, the link between organ and be- 
havior remained shrouded in mystery. Given their in- 
ability to demonstrate a relationship between anatom- 
ical changes and behavior, psychiatrists identified 
mental disorders by observing external signs and 
symptoms. In this respect they were no different from 
other physicians. Prio- to the conceptual changes that 
began to transform medical thought in the late nine- 
teenth century (symbolized by the specific germ theory 
of disease), most practitioners defined pathological 
states in terms of external and visible signs (such as 
fever). To infer pathology by focusing on signs admit- 
tedly created serious intellectual and scientific prob- 
lems; the preoccupation with differentiating among 
various fevers was but one striking example. Although 
disagreeing on the diagnosis of signs and symptoms, 
few physicians questioned this approach, if only be- 
cause other alternatives were largely lacking. Similarly, 
nineteenth-century psychiatrists accepted disease as a 
given; the inability of patients to function, combined 
with severe behavioral symptoms, was sufficient evi- 
dence of the presence of pathology. 

Classification systems based on symptoms created 
grave and perhaps insoluble problems, thus reinforcing 
psychiatrists’ lack of interest, if not hostility, toward 
nosology. What kind of classification system could 
possibly encompass the innumerable and protean 
forms of abnormal behavior? No system of classifica- 
tion, conceded Amariah Brigham in 1843 (3), ap- 
peared to be of “much practical utility”; all categories 
based on symptoms “must be defective, and perhaps 
none can be devised in which all cases are arranged.” 
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Nor were Brigham’s views unique. Samuel B. Wood- 
ward (4), Superintendent of the Worcester State Luna- 
tic Hospital and first President of the Association of 
Medical Superintendents of American Institutions for 
the Insane (now APA), had observed earlier that insan- 
ity was a “unit, indefinable . . . easily recognized... 
[but] not always easily classified.” Indeed, he believed 
that therapy was independent of any nosological sys- 
tem but, rather, had to reflect the unique circumstances 
presented by each individual case (4~8). 

To suggest that American psychiatrists were not per- 
suaded that a systematic nosology was crucial to their 
practice is not to imply that they were unconcerned 
with diagnosis. On the contrary, they recognized tae 
importance of classification and even engaged in fierce 
debates over the validity of such specific categories as 
moral insanity (9) (a condition in which there was a 
morbid perversion of the emotions but little or no im- 
pairment of the thought process or the intellect) and 
the relationship of broad psychiatric categories associ- 
ated with homicidal insanity (10). However, they also 
were acutely aware of the formidable barriers ‘that 
blocked the development of all-encompassing systems. 
Hence, their nosologies tended to be general and fluid, 
and judgments about individual patients represented 
pragmatic choices that had few practical conse- 
quences. In 1838, in his classic treatise on the medical 
jurisprudence of insanity, for example, Isaac Ray (11) 
followed J.E.D. Esquirol’s classifications and divided 
insanity into two broad groups. The first—idiocy and 
imbecility—included individuals with congenital de- 
fects. The second encompassed those in whom lesions 
had impaired the functioning of the mind and included 
mania (either intellectual or affective) and dementia. 
Ray, as a matter of fact, denied that any classification 
could be “rigorously correct, for such divisions have 
not been made by nature and cannot be observed in 
practice.” Diseases, he added, “are naturally associ- 
ated into some general groups only; but if these de 
ascertained and brought into view, the great end of 
classification is accomplished.” 

If psychiatrists recognized that nosology was not 
critical to clinical practice, they were cognizant of its 
role in the collection of statistical data. After 1800, a 
number of currents had given rise to a type of social 
inquiry whose methodological distinctiveness was a 
commitment to quantitative research. Underlying the 
application of quantification was the assumption that 
such a methodology could illuminate and explain so- 
cial phenomena. Nineteenth-century American psychi- 
atrists were deeply committed to the collection and 
analysis of such data. In their eyes, statistical inquiry 
could shed light on recovery rates, uncover the laws 
governing health and disease, serve the ends of policy 
advocacy, and enhance the legitimacy of both their 
specialty and their hospitals (12). 

The collection of statistical data, of course, required 
categories. Most of the categories used by nineteenth- 
century psychiatrists, however, dealt with the demo- 
graphic characteristics of patients as well as admission 
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and discharge rates; nosology occupied a distinctly 
subordinate position. At the International Congress of 
Alienists in 1867 (13), for example, a commission 
dealing with psychiatric statistics recommended a 
broad system that involved only seven categories of 
insanity (simple, epileptic, paralytic, senile dementia, 
organic dementia, idiocy, and cretinism). The focus of 
their report, nevertheless, was on demographic rather 
than nosological variables. When the document was 
brought before the Association of Medical Superinten- 
dents of American Institutions for the Insane in 1869 
(14), the focus remained unchanged. Some years later, 
Clark Bell (President of the New York Medico-Legal 
Society and a delegate to the International Congress on 
Psychiatry and Neurology in 1885) asked a group of 
psychiatrists to prepare an American nosology. In re- 
sponse, a small group (15, pp. 372-377) simply fol- 
lowed their British brethren and identified only eight 
categories (mania, melancholia, monomania, demen- 
tia, general paralysis of the insane, epilepsy, toxic in- 
sanity, and congenital mental deficiency); they rejected 
only moral insanity. 

The intellectual and scientific constraints that inhib- 
ited the development of psychiatric nosology persisted 
for much of the nineteenth century. When, toward the 
close of his long career, the venerable Pliny Earle was 
approached by Bell in 1886 about the possibility of 
developing a universally accepted classification of 
mental diseases, Earle (16) responded in somewhat 
negative terms. “In the present state of our knowl- 
edge,” he wrote, “no classification of insanity can be 
erected upon a pathological basis, for the simple rea- 
son that, with but slight exceptions, the pathology of 
the disease is unknown. . . . Hence, for the most ap- 
parent, the most clearly defined, and the best under- 
stood foundation for a nosological scheme for insan- 
ity, we are forced to fall back upon the symptoms of 
the disease—the apparent mental condition, as judged 
from the outward manifestations.” The oldest, sim- 
plest, and most practical classification systems (mania, 
monomania, dementia, and idiocy), therefore, were 
still ot considerable value. 

Recognition of the difficulties that blocked the for- 
mulation of a nosology of insanity did not in any way 
inhibit etiological discussions. To be sure, psychiatrists 
were aware of their inability to demonstrate meaning- 
ful relationships between causal elements and the pres- 
ence of particular behavioral signs or symptoms. Yet 
the social and cultural roles of medicine required that 
all physicians—psychiatrists and others—provide 
some explanation of disease processes. This was as 
true for the early part of the nineteenth century as it 
was for the closing decades, when a new ideal of sci- 
entific medicine (symbolized by the introduction of an- 
tisepsis in the 1870s and pathogenic specificity in the 
1880s) was taking shape. 

Nirneteenth-century psychiatric etiological concepts 
reflected broad social perceptions and prevailing cul- 
tural norms. Consequently, etiological discussions 
tended to be protean and nonspecific in character. In- 
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sanity, observed Walter Channing (17), involved an 
internal relationship between the individual and the 
environment that remained a mystery. Given tke im- 
mense complexities in understanding the inner life his- 
tory of a person, he emphasized external predisposing 
causes. Mental illnesses followed severa] conditions: 
the harmful effects of the increasing demands of mod- 
ern civilization, the migration from abroad of individ- 
uals already well on the road to degeneracy, and the 
role of such factors as marriage and occupation. Nor 
were Channing’s etiological theories unicue; virtually 
every psychiatrist focused on external elements. The 
list seemed endless: addiction to alcohol, drugs, and 
tobacco; sexual excesses; improper nutrition; inade- 
quate housing; misdirected education; uterine and 
ovarian diseases; and moral or psychological causes 
such as domestic difficulties, grief, anxietv, adverse cir- 
cumstances, business failure, financial difficulties, sud- 
den fright, worry, and mental overwork ‘18~21). 

For much of the nineteenth century mental illnesses 
were loosely classified on the basis of symptoms with 
unprovable etiology or content. Toward the close of 
the century, however, interest in psychiatric nosology 
reawakened. Psychiatrists began to shift their attention 
to the course and outcome of mental il nesses. Emil 
Kraepelin (22) in particular singled out groups of signs 
as evidencing specific disease entities such as dementia 
praecox and, later, manic-depressive psychosis. Study- 
ing thousands of patients at his clinic in Heidelberg, 
Kraepelin identified the disease entity in terms of its 
eventual outcome. Dealing with a large mass of data, 
he sorted out everything that individuals had in com- 
mon, omitting what he regarded as purely personal 
data. In this respect he diverted attention away from 
the unique circumstances of individuals toward more 
general and presumably universal disease entities. In so 
doing, he was simply emulating a distinct trend in 
medical thinking in general. 

The Kraepelinian emphasis on classification was not 
immediately accepted; nosological uncertainty per- 
sisted. In 1894 the Committee on Statistical Tables 
(23) reported that many members regretted the fact 
that the American Medico-Psychological Association 
(now APA) lacked a nosology that “would place its 
members upon common ground.” Six years later, 
Henry J. Berkley (24), Clinical Professor of Psychiatry 
at Johns Hopkins, noted that a classification based on 
clinical symptoms was unsatisfactory “because the in- 
dications of one form of disease frequently overlap 
those of another.” Similarly, an etiological nosology 
was defective “inasmuch as the fundamental causation 
is frequently unknown and unascertainable.” Berkley 
fell back on a classification based on morbid anatomy, 
“for when the pathology of a disease has been once 
recognized, the course can be predicted with some cer- 
tainty, and the treatment instituted rests upon a solid 
foundation.” In another textbook published in 1905, 
Stewart Paton (25) conceded that classification in psy- 
chiatry and medicine differed; che former did not deal 
with “definite disease entities, such as typhoid fever or 
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pneumonia,” where a demonstrable causal link was 
present. Nor had psychiatrists been able to establish a 
connection between lesions and behavior. The only ra- 
ticnal method, Paton suggested, was one that took into 
consideration “all the possible facts bearing upon the 
case.” His preferred nosology was a system that di- 
vided diseases into the “defect psychoses—idiocy, im- 
becility, and other degrees of mental debility,” psycho- 
ses due to autointoxication (admittedly unproven), 
and the groups of manic-depressive insanity and de- 
mentia praecox. The growing preoccupation with clas- 
sification led Charles G. Hill (26) in his presidential 
address before the American Medico-Psychological 
Association in 1907 to observe that there was little 
room for addition “unless we add ‘the classifying ma- 
nia of medical authors.’ ” 


SOCIAL SCIENCES AND THE FEDERAL CENSUS 


The impetus to create a psychiatric nosology came 
largely from outside of psychiatry or medicine. By the 
end of the nineteenth century a number of new social 
science disciplines had come into existence. Many of 
the individuals associzted with these new disciplines 
were concerned not only with developing a scientific 
understanding of individual and social behavior but 
also with applying this understanding to a series of 
pressing social problems that seemed to threaten the 
very fabric of society. 

In its quest for empirical data, social science drew 
upon the tradition of statistical analysis that had 
emerged during the first half of the nineteenth century. 
Ultimately, a general consensus developed around the 
indispensable utility of the federal census. To those 
hoping to interpret individual and collective behavior 
in scientific terms, the census was not merely an un- 
dertaking designed to collect data. On the contrary, 
the census represented a radical faith that quantitative 
research, when merged with administrative rationality, 
could replace politics. Statistical knowledge could 
thus serve as the foundation for social policy and end 
the pernicious bickering over theory, principles, and 
politics. 

As early as the 1830s, concern with morbidity, mor- 
tality, and dependency had stimulated efforts to gather 
statistical data that could presumably illuminate their 
causes and thus assist in the development of appropri- 
ate policies. The federal census of 1840, for example, 
at-empted to enumerate the insane, but with little suc- 
cess. The obstacles confronting the collection of aggre- 
gate data were formidable, and administrative mecha- 
nisms were weak or nonexistent (27, 28). The major 
turning point came with the tenth census in 1880. The 
scope of this census wes evident in its size; it ran to 25 
volumes plus a three-volume compendium (compared 
with two volumes in 1370). More importantly, depen- 
dency was the subject of an entirely separate volume 
prepared under the supervision of Frederick H. Wines, 
who was already a significant figure in American wel- 
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fare. Wines had been appointed as secretary of the 
Illinois Board of State Commissioners of Public Char- 
ities in 1869 and subsequently became prominent in 
the National Conference of Charities and Corrections. 
His stature was such that his views on the care and 
treatment of a variety of dependent groups, including 
the mentally ill, the mentally retarded, and imprisoned 
criminals, received national attention. 

Wines’s 581-page volume was published in 1888 un- 
der the title Report on the Defective, Dependent, and 
Delinquent Classes . . . as Returned at the. Tenth Cen- 
sus (June 1, 1880) (29). That Wines regarded the cen- 
sus as an instrument of policy was indisputable. In his 
eyes the organization of modern society was intimately 
related to the increase in dependency, a development 
he viewed with'considerable misgivings. “There is a 
morphology of evil which requires to be studied,” he 
wrote. “For the information of legislatures it is impor- 
tant that the whole extent of the evil to be contended 
against shall be known, and that it shall be accessibie 
in a single report, in order that they may make ade- 
quate provision for its care or alleviation” (p. x). 
Wines’s analysis went beyond mere aggregation of 
data pertaining to insanity; he began to speculate on 
the relationship ‘between mental illness and such vari- 
ables as sex, nativity, race, geographical residence, age, 
and marital status. 

Wines was ccgnizant that psychiatrists had been un- 
able to agree on a satisfactory nosology. He called 
attention to the fact that existing nosologies repre- 
sented a melange of etiology, symptomatology, and 
description. Some classifications were “based upon 
symptoms” and. some upon “physical causes”; others 
were “a mixture of the two”; and still others took into 
account “the complications of insanity.” After consult- 
ing with a series, of alienists, Wines decided to identity 
seven forms of insanity: mania, melancholia, monoma- 
nia, paresis (general paralysis of the insane), dementia, 
dipsomania, and epilepsy (29, p. xli). A decade later, 
Dr. John Shaw Billings (30), the physician who created 
what is today the National Library-of Medicine, served 
as president of the American Public Health Associa- 
tion, and prepared the eleventh census volume dealing 
with dependency, which followed Wines’s classifica- 
tion but subdivided mania and melancholia into acute 
and chronic. 

After 1900, the Bureau of the Census expanded izs 
coverage of dependent groups in general and the men- 
tally ill in particular. In 1904 and 1910 it conducted 
two special censuses dealing with the institutionalized 
insane. The first focused attention on the ethnic and 
racial characteristics of the institutionalized mentally 
ill and did not use any psychiatric nosological catego- 
ries because of the absence of a standard classification. 
The census officials’ preoccupation with race and eth- 
nicity was related to the growing fear that the alleged 
racial superiority of the native-born population, whose 
families were originally from Western and Northern 
Europe, was being threatened by large-scale immigra- 
tion of presumably inferior groups from Eastern and 
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Southern Europe. Eugenical concepts, which posited a 
relationship between race and culture, enjoyed consid- 
erable popularity at the turn of the century. A number 
of states passed laws regulating marriage for eugenical 
purpcses, mandating the segregation of the feeble- 
minded and providing for the involuntary sterilization 
of some of the retarded and mentally ill (31-33). Al- 
though the data collected in 1904 provided relatively 
little support for the validity of eugenical concepts, it 
was evident that the categories used by the Bureau of 
the Census (34) reflected some of the concerns about 
the relationship between race and immigration on the 
one hand and social problems and dependency on the 
other. 

The special census of 1910 was even broader in 
scope than its predecessor 6 years before and reflected 
a growing sophistication in the analysis of statistical 
data. Once again the focus was on the role of demo- 
graphic characteristics and the relationship between 
insanity and social factors. With the exception of some 
brief data on the admission of patients with alcoholic 
psychosis and paresis (two fairly well-recognized cat- 
egories) and death rates of those suffering from mental 
disorders, the census again all but ignored psychiatric 
nosology. That the compilation reflected the growing 
importance of the social sciences was evident. Respon- 
sibility for its preparation lay with Joseph A. Hill (35), 
who had received his doctorate in Germany and taught 
political economy at Harvard before joining the Bu- 
reau of the Census in 1898. Hill offered little comfort 
to these fearful of the new immigration. The claim that 
insanity was increasing rapidly, he wrote, was dubi- 
ous. A variety of determinants shaped the statistics of 
insanity: the growing practice of institutionalizing the 
insane, the increasing average length of life, new diag- 
nostic methods in psychiatry leading to the detection 
of mental factors in physical illness, the establishment 
of dispensaries, provision for “voluntary” and emer- 
gency commitment, and better modes of transporta- 
tion (such as automobiles) that made it possible to 
bring individuals in poor physical condition to mental 
hospitals. By correcting for the age distribution of the 
entire native and foreign-born population, Hill also 
demonstrated that the allegation that immigrants had 
higher rates of mental illnesses was in error. “The age 
difference,” he wrote, “probably goes further than any 
other factor toward explaining the contrast between 
the native white and the foreign-born in respect to the 
proportionate numbers admitted to hospitals for the 
insane.” Other differences between the two groups 
might also be accounted for by sex distribution or res- 
idence in urban or rural areas. 


STATISTICS AND EPIDEMIOLOGY 


The growing involvement of the Bureau of the Cen- 
sus with the statistics of mental illnesses was indicative 
of the concern outside of psychiatry with policy impli- 
cations and future trends. The presumption was that 
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demographic data dealing with the institutionalized 
mentally ill would be useful to public officials respon- 
sible for administering large hospital systems. Preoc- 
cupation with public policy, however, reinforced the 
lack of attention given to the imprecise nature of di- 
agnostic categories—an oversight that contradicted 
generally accepted epidemiologic principles. 

Psychiatrists initially manifested relatively little in- 
terest in the activities of the Bureau of the Census. This 
began to change as concern regarding mental hygiene 
and prevention mounted. When Dr. Thomas W. 
Salmon became medical director of the recently 
founded National Committee for Mental Hygiene in 
1912, it was clear that the preoccupation with mental 
hygiene transcended concern with the problems of the 
institutionalized insane. Indeed, Salmon had a new and 
radical vision of the role of psychiatry. In the past, he 
observed in 1917 (36), the isolation of patients in men- 
tal hospitals had also isolated psychiatrists. A new 
kind of psychiatry, on the other hand, would reach 
beyond hospital confines and play a crucial part “in 
the great movements for social betterment.” He urged 
his colleagues to undertake research, to help shape 
public policy, to lay the foundations of mental hy- 
giene, to supervise the care of the retarded, to promote 
eugenical practices, to control alcoholism, to manage 
abnormal children, to define the treatment of crimi- 
nals, and to play crucial roles in the prevention of 
crime, prostitution, and dependency. 

Even if not universally accepted by the specialty, 
such broad goals helped to move psychiatrists into the 
community and involve themselves in a broad range of 
problems not related specifically to the needs of se- 
verely mentally ill individuals traditionally found in 
hospitals. Out of these experiences came a new psy- 
chiatric interest in statistics anc epidemiclogy. As early 
as 1908 the Bureau of the Census had asked the Amer- 
ican Medico-Psychological Association to appoint a 
Committee on Nomenclature of Diseases to facilitate 
the collection of data (37). In subsequent years the 
interest of census officials in a standard psychiatric no- 
sology grew even stronger. The Association finally cre- 
ated a Committee on Statistics in 1913. Its members 
quickly affirmed the need to develap a uniform system 
to gather data on mental diseases and mental hospitals. 
In 1917 (38) they reported that the lack of uniformity 
“makes it absolutely impossible at the present time to 
collect comparative statistics concerning mental dis- 
eases in different states and countries, and extremely 
difficult to secure comparative data relative to move- 
ment of patients, administration, and cost of mainte- 
nance and additions.” Such data, if collected in a uni- 
form and systematic manner, “would serve as the basis 
for constructive work in raising the standard of care of 
the insane, as a guide for preventive effort, and as an 
aid to the progress of psychiatry.” They added, “The 
present condition with respect to the classification of 
mental diseases is chaotic. This condition of affairs 
discredits the science of psychiatry and reflects unfa- 
vorably upon our Association.” 
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Cognizant that the Bureau of the Census would con- 
tinue to expand its data-gathering activities, the mem- 
bers of the Committee on Statistics urged their col- 
leagues to prepare a uniform nomenclature of mental 
diseases. The Association, with the cooperation of the 
National Commitee for Mental Hygiene, issued the 
first standardized psychiatric nosology, Statistical 
Manual for the Use of Institutions for the Insane (39) 
in 1918. This manual civided mental disorders into 22 
principal groups. One of these represented undiag- 
nosed psychoses, one represented patients without psy- 
choses, and the remaining 20 categories rested for the 
most part on the belief that mental disorders had a 
biological foundation. These categories were traumatic 
psychoses, senile psychoses, psychoses with cerebral 
arteriosclerosis, general paralysis, psychoses with cere- 
bral syphilis, psychoses with Huntington’s chorea, psy- 
choses with brain tumor, psychoses with other brain or 
nervous diseases, alcoholic psychoses, psychoses due 
to drugs and other exogenous toxins, psychoses with 
pellagra, psychoses with other somatic diseases, man- 
ic-depressive psychoses, involution melancholia, de- 


mentia praecox (subsequently schizophrenia), para- 


ncia or paranoid canditions, epileptic psychoses, 
psychoneuroses and neuroses, psychoses with consti- 
tutional psychopathic inferiority, and psychoses with 
mental deficiency. 

That American psychiatrists preferred a somatic no- 
sology was hardly surprising. In 1918 the overwhelm- 
ing majority of those who were identified with psychi- 
atry were employed in mental hospitals; the number in 
noninstitutional settings was negligible. In public hos- 
pitals psychiatrists dealt with patients with severe 
physical impairments. In 1922, for example, 33.4% of 
all first admissions represented psychoses of known 
somatic origins; by 1940 the figure had risen to 
42.4%. (The data for this paragraph are taken from 
the U.S. Bureau of the Census annual compilations of 
hospital statistics from 1926 to 1946. The first volume 
was published in 1926 [40].) If we assume that a sub- 
stential proportion of individuals in the functional cat- 
egories also suffered from conditions with a somatic 
origin—an assumption that may be warranted from 
present-day data—it is evident that mental hospitals pro- 
vided care for a patient population with severe physical 
as well as mental problems. The fact that the somatic 
group had a higher death rate than the group with func- 
tional psychoses suggests that the diagnoses were not 
inaccurate. In 1940 the somatic group accounted for 
19,357 deaths (61.6%) out of a total of 31,417. The 
somatic nosology adopted in 1918, therefore, mirrored 
in part the nature of psychiatric practice. 

From the point of view of the Bureau of the Census, 
the adoption of a formal classification system was of 
major importance. Indeed, in 1920 the Bureau pub- 
lished its own nomenclature of diseases (41), which 
relied on the Statistical Manual (39) in defining psy- 
chiatric categories. It conceded its inability to draw a 
clear line between symptoms and diseases and admit- 
ted that many terms used to describe pathological con- 
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ditions might in the future be regarded as symptoms if 
the etiology of the disease were discovered. Neverthe- 
less, the collection of statistical data required a formal 
nomenclature. Three years after the publication of its 
own nosology, the Bureau of the Census began its an- 
nual collection of the statistics of the institutionalized 
mentally ill population (40), which was continued af- 
ter World War II by the National Institute of Mental 
Health (NIMH}. 

The adoption of a uniform psychiatric nosology was 
not without controversy. The major opponent was 
Adolf Meyer. Meyer’s genetic-dynamic psychiatry at- 
tempted to integrate the life experiences of the individ- 
ual with physiological and biological data. Training 
several generations of American psychiatrists at Johns 
Hopkins between 1910 and 1941, Meyer had never 
been fond of Kraepelinian nosological psychiatry, 
given his belief that the life history of the individual 
was the most important element in the etiology of 
mental disorders. He therefore refused to be identified 
with the nosology that was prepared by the Committee 
on Statistics, of which he was a member. The differ- 
ence, he wrote to E.E. Southard (42, 43), is “‘that I 
have no use for the essentially ‘one person, one disease’ 
view; that I prefer to speak of an individual presenting 
certain facts that we can do something with in the way 
of definite demonstration, and, if possible, in the way 
of some prediction of a type of lesion, and along the 
lines of attack in the way of some therapeutic activity, 
and also along the lines of prognosis. Whether a per- 
son has a dozen such facts or only one, is to be a matter 
of demonstration and not of legislation” (42). Meyer 
told Samuel T. Orton (44, 45) that “statistics will be 
most valuable if they do not attempt to solve all the 
problems of administration and psychiatry and sociol- 
ogy under one confused effort of a one-word diagnosis 
marking the individual.... The statistics published 
annually as they are now are a dead loss to the States 
that pay for them, and an annual ceremony misdirect- 
ing the interests of the staff.” Orton (46) was equally 
critical. The Association’s classification, he insisted, 
was deficient on three counts. First, it was “too narrow 
in that it excludes all disorders of the nervous system, 
which do not produce . . . psychoses.” Second, it was 
“illogical” because the categories were based in part 
on etiology, in part on pathology, and in part on 
purely clinical data. Third, it was “inconsistent.” 

Despite such criticisms, the Statistical Manual be- 
came the definitive nosology of the interwar years and 
went through no fewer than ten editions between 1918 
and 1942. The first seven editions incorporated minor 
changes; the latter three included more extensive mod- 
ifications. The tenth edition (47) continued to empha- 
size the biological basis of most mental disorders but 
made provision for the psychoneuroses (hysteria, com- 
pulsive states, neurasthenia, hypochondriasis, reac- 
tive depression, anxiety state, anorexia nervosa, and 
mixed psychoneuroses) and primary behavior disor- 
ders (adult maladjustment and primary behavior dis- 
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orders in children). As late as 1940, the somatic view- 
point continued to shape psychiatric nosology. 

Paradoxically, the classification system incorporated 
in the Statistical Manual was only of marginal concern 
to psychiatrists and their patients. Its categories were 
quite general, for the goal was to facilitate the collec- 
tion of institutional data rather than to provide defin- 
itive diagnoses that in turn were related to specific 
therapies. Psychiatric therapies between the two World 
Wars, as a matter of fact, were for the most part eclec- 
tic and nonspecific; diagnosis was of only marginal 
significance. 


AFTER WORLD WAR II: PSYCHODYNAMICS AND 
SOCIAL ACTIVISM 


_ World War II marked a major watershed in the his- 
tory of the care and treatment of the mentally ill in the 
United States. Many psychiatrists who served in the 
military came to some novel conclusions. They found 
that neuropsychiatric disorders were a more serious 
problem than had previously been recognized, that en- 
vironmental stress associated with combat contributed 
to mental maladjustment, and that early and purpose- 
- ful treatment in noninstitutional settings produced fa- 
vorable outcomes. These beliefs became the basis for 
claims after 1945 that early identification of symptoms 
and treatment in community settings could prevent the 
onset of more serious mental illnesses and thus obviate 
the need for prolonged institutionalization. The war 
reshaped psychiatry by attracting into the specialty a 
substantial number of younger physicians whose out- 
look, molded by their wartime experiences, was based 
on psychodynamic and psychoanalytic concepts. After 
1945 many of these psychiatrists assumed leadership 
positions within the specialty, fought to reorganize 
APA ‘48), and attempted to forge new policies that 
broke with the traditional consensus on the need for 
prolonged hospitalization of mentally ill individuals. 
To be sure, the foundation of psychodynamic and 
psychoanalytic psychiatry had its origins in the early 
part of the twentieth century. Nevertheless, its triumph 
within the specialty had to await the transforming ex- 
periences of World War II. During that conflict, psy- 
chiatrists made major contributions in developing sim- 
ple but effective means of dealing with large numbers 
of neuropsychiatric casualties. They found that sup- 
portive forms of psychotherapy, when combined with 
rest, sleep, and food, produced almost instantaneous 
results. Treatment in a local setting also ensured that 
soldiers were not separated for any length of time from 
their units and established social relationships. Over- 
all, about 60% of the soldiers who became neuropsy- 
chiatric casualties were returned to duty within 2-5 
days. The highest success rates were found in forward 
combat units; the lowest at rear-echelon hospitals. 
More than any other element, the success in returning 
to active duty servicemen who experienced psycholog- 
ical problems renewed a spirit of therapeutic optimism 


Am ] Psychiatry 148:4, April 1991 


GERALD N. GROB 


and activism, which was carried back into civilian life 
after the war (49-52). “Cur experiences with therapy 
in war neuroses have left us with an optimistic atti- 
tude,” Roy R. Grinker and John P. Spiegel (53) re- 
ported in a chapter for a manual of military psychiatry. 
“The lessons we have learned in the combat zone can 
well be applied in rehabilitation at home.” 

World War II had other effects as well. In 1941, the 
status of psychiatrists in military as well as civilian life 
was marginal. Only 35 members of the Army Medical 
Corps were assigned to neuropsychiatric sections in 
hospitals. During the war, psychiatrists slowly in- 
creased their presence and importance. At the begin- 
ning of 1944 the specialty was raised to the level of a 
division within the Office of the Surgeon Generel and 
placed on an equal organ‘zational level with medicine 
and surgery. William C. Menninger, who directed the 
division, was the first psychiatrist to be elevated to the 
rank of brigadier general. By the end of the war about 
2,400 physicians had been assigned to psychiatry, al- 
though perhaps less than a third had previous training 
in the specialty (54, 55). In 1940, by way of compar- 
ison, APA had a total membership of ony 2,295. The 
war, in other words, brought into psychiatry hundreds 
of physicians who might otherwise have selected dif- 
ferent medical specialties. Their wartime experiences 
in successfully treating neurotic symptoms in noninsti- 
tutional settings (and allegedly preventing the onset of 
more serious psychotic symptoms) reinforced the 
growing importance of a psychodynamic and psycho- 
analytic model that ultimately became the basis for the 
postwar transformation of the specialty. More than 
anything else, the war helped to unify the belief that 
environmental stress contributed ta mental maladjust- 
ment and that purposeful human interventions could 
alter psychological outcomes. 

In the postwar era, the traditional preoccupation 
with the severely mentally ill in public mental hospitals 
slowly gave way to a concern with the psychological 
problems of a far larger and more diverse population 
as well as social problems generally. Persuaded that 
there was a continuum from mental health to mental 
illness, psychiatrists increasingly shifted their activities 
away from the psychoses toward the other end of the 
spectrum in the hope that early treatment of functional 
but troubled individuals vould ultimately diminish the 
incidence of the more serious mental illnesses. 

Nowhere was the changing outlook of American 
psychiatry better revealed than in the formation of the 
Group for the Advancement of Psychiatry (GAP! in 
1946. GAP represented a group of “young Turks” de- 
termined to reshape APA. Two years before the tor- 
mation of GAP, the APA Council had authorized its 
president to appoint a Special Committee on Reorga- 
nization to recommend the employment of a medical 
director for APA and to study the organization’s struc- 
ture (56—58). Fearful that the heterogeneity of the As- 
sociation might preclude decisive action, William C. 
Menninger and a group of colleagues met at the APA 
meetings in May 1946 to found GAP. There was gen- 
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eral agreement that GAP would operate as a pressure 
group within APA to overcome the apathy of its lead- 
ers and, in particular, its “incapacity to function.” The 
new organization was based on the presumption that 
psychiatry’s responsibilities and functions transcended 
institutional care and treatment of the mentally ill (59— 
61). “I do feel,” Menninger (60) told a colleague in 
early 1947, “that American psychiatry needs renova- 
tion in the sense of consideration of social problems 
and social needs.” 

Indeed, the early reports of GAP (issued in final form 
as published documents) reveal a willingness to engage 
in a debate on broad social and political issues that 
bore little direct relationship to the problems of the 
institutionalized mentally ill. A draft report on the so- 
cial responsibility of psychiatry (62) urged that psychi- 
atric insights be used in the service of social action 
(defined as “‘a conscious and deliberate wish to change 
scciety”). Preventive psychiatry, therefore, had to 
move “out of the hospitals and clinics and into the 
community” (63). Although GAP’s social activism and 
emphasis on a psychodynamic social psychiatry 
quickly aroused hostility within the specialty, in a 
short time the ideological orientation of GAP pre- 
vailed, and its views were shared by the majority of 
APA members. 

In emphasizing the need to focus on nonpsychotic 
but presumably troubled individuals, psychodynamic 
psychiatrists tended to blur nosological categories. The 
changing character of the specialty was reflected in its 
terminology. Traditionally, diagnoses were expressed 
in the language of pethology; the presumption was 
that changes in behavior, which admittedly might be 
related to environmental factors, had a biological 
foundation. Postwar psychiatrists, by way of compar- 
ison, did not necessarily reject traditional formula- 
tions. Their interest in the nature of personality (nor- 
mal as well as abnormal), the role of childhood and the 
influence of parenthood, and the ability of the organ- 
ism to adjust to the environment in ways that were 
both effective and satisfying, however, led them to use 
a quite different terminology. Their new language em- 
phasized the need to assist unhappy and neurotic in- 
dividuals, presumably through different psychothera- 
pies. In emphasizing their ability to deal with such 
varied concerns as parent-child relationships, mar- 
riage, emotional maturity, and occupational roles, the 
specialty appealed to a broad public eager for assis- 
tance in dealing with the problems of ordinary life 
(64—66). 


THE NEW PSYCHIATRIC NOSOLOGY 


Nowhere was the change in the nature of postwar 
psychiatry better illustrated than in the effort to create 
a new psychiatric nosology. During the 1940s, discon- 
tent mounted with the classification system prepared 
more than two decades earlier. Military and Veterans 
Administration psychiatrists found themselves using a 
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nomenclature ill-adapted for 90% of their patients. 
Minor personality disturbances—many of which were 
of importance only because they occurred within a mil- 
itary context—were placed in the “psychopathic per- 
sonality” category. The “psychoneurotic” label was 
given to men who had developed symptoms because of 
the stress of combat. There was virtually no recogni- 
tion of psychosomatic disorders. Indeed, by the end of 
the war the Army and Navy had adopted their own 
classifications, which subsequently became the basis 
for revisions of the International Statistical Classifica- 
tion (DSM-I, pp. v—viii). 

The nosological confusion, proliferation of nomea- 
clatures, and shift toward psychodynamic and psycho- 
analytic concepts led the APA Committee on Nomen- 
clature and Statistics in 1948 to postpone further 
changes in its manual and solicit instead suggestions 
for change (67). By 1950 it had prepared mimeo- 
graphed copies of a revised psychiatric nosology, 
which was widely circulated to various individuals and 
organizations; a completed version was presented to 
the APA Council in 1950 for its approval (DSM-I, p>. 
vii—x). In 1952 APA formally published DSM-I (68°. 

DSM-I reflected the intellectual, cultural, and social 
forces that had transformed psychiatry during and af- 
ter World War II. It divided mental disorders into two 
major groupings. The first represented cases in which 
the disturbed mental function resulted from or was 
precipitated by a primary impairment of brain func- 
tion. Such brain syndromes were associated with a va- 
riety of somatic conditions—infection; drug, poison, 
or alcoholic intoxication; trauma; circulatory or met- 
abolic disturbances; intercranial neoplasms; multiple 
sclerosis; and Huntington’s chorea or other diseases of 
hereditary origin. The second category encompassed 
disorders resulting from a more general inability of the 
individual to adjust, in which brain function distur- 
bance was secondary to the psychiatric illness. DSM-I 
(pp. 9-43) divided this group into psychotic and psy- 
choneurotic disorders. The former included manic-de- 
pressive and paranoid reactions as well as schizophre- 
nia. The latter, in turn, was composed of anxiety, 
dissociative, conversion, phobic, obsessive-compul- 
sive, and depressive disorders as well as a variety of 
personality disorders that included emotional instabil- 
ity, compulsiveness, antisocial behavior, sexual devia- 
tion, alcoholism, drug addiction, stress, and various 
reactions associated with different age categories. 

The prominence of psychodynamic and psychoana- 
lytic concepts in DSM-I mirrored fundamental changes 
within psychiatry. The pressure for change, as a matter 
of fact, was generated largely by analytically oriented 
psychiatrists who had few ties with public mental hos- 
pitals; most of them were in medical schools, clinics, 
and private practice. By 1956, for example, only about 
17% of the 10,000 or so members of APA were em- 
ployed in hospitals, compared with more than two- 
thirds in 1940. (Data for 1956 are based on a 10% 
subgroup [N=943] of the 10,000 members of APA, 
according to the Biographical Directory for 1957 
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[69].) The clientele of psychiatrists not affiliated with 
public mental hospitals tended to come from (to use 
DSM-I categories) the ranks of the psychoneurotic, 
many of whom seemed to benefit from psychotherapy. 
Psychodynamic psychiatrists also were more commit- 
ted to social activism, a commitment mirrored in the 
activities of GAP. 

The growing dominance of psychodynamic and psy- 
choanalytic concepts was reflected in changes in med- 
ical and postgraduate education. After 1945 the num- 
ber of psychodynamic and psychoanalytic psychiatrists 
affiliated with medical schools increased rapidly. The 
result was predictable: more and more psychiatry was 
taught in all 4 years, thus serving as a means of intro- 
ducing and recruiting young medical students to the 
specialty. At the same time, psychiatric teaching influ- 
enced other departments. NIMH grants, in turn, sub- 
sidized both undergraduate and residency training (70, 
71), and the number of psychiatric residencies ex- 
panded rapidly. In 1946 there were 155 residency pro- 
grams; a decade later the total reached 294, The num- 
ber of actual residencies in this period leaped from 758 
to 2,983. The rising prestige and attractiveness of psy- 
chiatry was accompanied by a dramatic increase in the 
proportion of medical school graduates selecting the 
specialty, which in 1954 peaked at 12.5% (72, 73). 

Even more important than the increase in actual 
numbers was the shift in orientation that marked un- 
dergraduate and graduate (i.e., residency) training. A 
1942 report on psychiatric education by Franklin G. 
Ebaugh and Charles A. Rymer (74) had reflected the 
influence of Meyer. Transitional in character, their 
work began with the observation that the dominance 
of the organic point of view in medical education 
prevented “the proper recognition of the place of psy- 
chiatry in the medical curriculum.” The concept of 
organic disease was so pervasive that “functional com- 
ponents are difficult to grasp and appear in the nature 
of improbability.”” Other elements contributed to the 
denigration of psychiatry: a moralistic view of mental 
disorders, the emotional reaction of medical students 
to psychiatric concepts, and the seeming hopelessness 
of mental conditions. Desirable changes, Ebaugh and 
Rymer concluded, had to rest on three fundamental 
principles: the concept of man as a whole, the adop- 
tion of “a genetic-dynamic concept of mental disor- 
ders,” and the inseparable relationship of psychiatry 
and medicine (mediated by the psychosomatic ap- 
proach) with a recognition of the “emotional factors in 
disease.” 

After 1945, by way of contrast, American psychiatry 
to an unprecedented degree was shaped by psychoana- 
lytic theory, which emphasized the psychological 
mechanisms that mediated between instinctual biolog- 
ical drives and the pressures of the external environ- 
ment. Change was already evident by the end of the 
war. In 1946 the American Board of Psychiatry and 
Neurology gave its stamp of approval to psychody- 
namic principles; this anticipated the emergence of a 
more psychoanalytically oriented psychiatry. Training 
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in the specialty, the Board announced, had to include 
clinical work with psychoneurotic and psychotic pa- 
tients (75, 76). Clinical experience had to be integrated 
“with the study of the basic psychiatric sciences, med- 
ical and social psychology, psychopathology, psycho- 
therapy, and the physiological therapies * (75). Psychi- 
atrists had to be taught to collabora-e with social 
workers, clinical psychologists, courts, and other so- 
cial agencies. Finally, residents had to he exposed to 
neurology to enable them “‘to recognize and to evalu- 
ate the evidences of organic neurological disease” (75). 

In 1951 and 1952 APA and the association of 
American Medical Colleges sponsored rwo important 
conferences. The first (77) dealt with psychiatry in 
medical education and the second (75) with residency 
training. Both were dominated by the psychodynamic 
perspective. Anxious to alter the marginal role of the 
specialty, the participants at the first conference urged 
that all medical students be exposed to psychiatric in- 
sights in each of the 4 years. The basic aim was “to 
equip the student with a reasonably adzquate knowl- 
edge of the facts of human nature” (77°. More specif- 
ically, all medical students had to have the ability “to 
diagnose correctly the condition of patients who are 
emotionally disturbed and who may be expressing 
their distress in physical, psychological or social symp- 
toms. This ability implies . . . a reasonatle understand- 
ing of the zones of healthy and sick behavior in our 
society and, more particularly, the abil ty to differen- 
tiate between normal, neurotic, psychopathic, psy- 
chotic, and intellectually defective behavior” (77). 

The deliberations at these conferences subsequently 
led to the preparation of a statement by the APA Com- 
mittee on Medical Education (77—79). It defined the 
minimum that all physicians should kn=w about psy- 
chiatry and the means by which medica schools could 
teach such knowledge and skills to their students. The 
committee recommended that during the first 2 years 
all medical students be exposed te theories of person- 
ality growth, development, structure, and integration; 
adaptive needs; social and cultural forces affecting per- 
sonality and behavior; the role of language and men- 
tation; the part played by emotions ir. physiological 
functioning; and psychopathology. Tne curriculum 
should not attempt to train physicians to become psy- 
chiatrists but, rather, to develop “well-rounded physi- 
cians, who, in their relationships with all patients, rec- 
ognize the importance of unconscious motivation, the 
role of emotional maladjustment in the etiology and 
chronicity of illness, the emotional aad personality 
problems engendered by various ilinesses; and who ha- 
bitually see the patient in his family an= general envi- 
ronmental setting” (78). 

That psychodynamic insights quickly dominated the 
teaching of psychiatry in medical schoo was apparent 
from a GAP survey in 1959-1960 (80). Out of 93 U.S. 
and Canadian institutions, 88 taught psychodynamics, 
87 taught personality growth and development, and 
77 taught psychotherapy and clinical syndromes. The 
number of hours in the curriculum dev=ted to psychi- 


429 


ORIGINS OF DSM-I 


atry also quadrupled between 1940 and 1960. Virtu- 
ally every chairperson of a department of psychiatry 
stated unequivocally that the psychodynamic frame of 
reference (as contrasted with the descriptive or or- 
ganic) was dominant. 

The publication of DSM-I in 1952, therefore, was a 
visible symbol of the transformation of American psy- 
chiatry. Unlike the Statistical Manual, DSM-I elevated 
the significance of diagnosis. In presenting the new no- 
sology, George N. Raines (68), chairperson of the APA 
Committee on Nomenclature and Statistics responsible 
for its publication, observed that “accurate diagnosis is 
the keystone of appropriate treatment and competent 
prognosis.” He was critical of the claim that individual 
differences precluded the use of standardized catego- 
ries. “Sound diagnosis,” he added, “is possible only 
with a nomenclature in keeping with current concepts 
of psychiatric illness.” DSM-I, moreover, was “suffi- 
ciently flexible and inclusive to permit the introduction 
of new and original ideas.” 


CONCLUSIONS 


Nosologies—psychiatric or otherwise—are rarely 
etched permanently in stone. DSM-I, like its predeces- 
sor and successors, grew out of a specific historical 
context and reflected the dominance of psychodynamic 
and psychoanalytic concepts. The shift toward a more 
biclogical orientation during and after the 1960s 
would become the occasion for renewed nosological 
debate and the creation of new categories. 

To contemporary psychiatrists the history of nosol- 
ogy represents a version of the idea of progress; ad- 
vances in knowledge supposedly lay the foundation for 
the creation of new categories that describe reality in 
better and more accurate terms. Within such a perspec- 
tive, the history of psychiatry is moving on an upward 
gradient toward an ideal end. In this specific instance, 
the final goal is a definitive and presumably unchang- 
ing nosology of mental illnesses. To more skeptically 
minded historians, however, the only constant is the 
process of change itself. The search for a definitive 


nosology, therefore, may simply be an expression of ` 


the perennial human yearning for omniscience—an at- 
tribute eagerly sought by many but never yet found. 
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Subtyping DSM-III-R Primary Insomnia: 
A Literature Review by the DSM-IV Work Group 
on Sleep Disorders 


Charles F. Reynolds IN, M.D., David J. Kupfer, M.D., Daniel J. Buysse, M.D., 
Patricia A. Coble, R.N., and Amy Yeager, B.A. 


Objective: The authors review the usefulness, reliability, and validity of recently proposed ` 
subtypes of primary insomnia. DSM-III uses “primary insomnia” to indicate chronic insom- 
nia not associated with other diagnosable mental or medical disorders, whereas the Inter- 
national Classification of Sleep Disorders (ICSD) recognizes three subtypes: psychophysio- 
logical insomnia, idiopathic insomnia, and sleep state misperception. Method: After 
reviewing al! of the primary source references for each insomnia disorder in the ICSD and all 
of the additional primary sources cited in each of these, the authors conducted an automated 
literature search using Medline. Of the 48 primary sources located, the authors selected 27 
studies that were reported in peer-reviewed journals, had the largest available subject groups, 
used diagnostic reliability procedures, and included control groups. Results: The studies 
reviewed contained limited empirical support for the proposed distinction between idio- 
pathic and psychophysiological insomnia. Sleep state misperception appears, however, to be 
a highly prevalent feature of chronic insomnia generally, rather than only a specific disorder 
per se. Conclusions: The authors conclude that there is not yet sufficient empirical evidence 
to warrant the abandonment of DSM-III-R “primary insomnia” and the adoption of the 
ICSD subtypes in DSM-IV. However, they affirm the heuristic value of the ICSD subtypes 
and the neea for field trials to compare the performance characteristics of the DSM-IH-R and 
ICSD systems with respect to 1) interrater reliability, 2) effects of rater expertise (generalist 
versus specialist) on rates of agreement, and 3) effects of polysomnographic data on rates of 


agreement. 
(Am J Psychiatry 1991; 148:432-438) 


he classification of sleep/wake disorders, particu- 
larly those involving persistent insomnia, has de- 
veloped to a point similar to the classification of de- 


pressive disorders 20 years ago. While there are several . 


competing nosologies, basic work defining the reliabil- 
ity and validity of the proposed systems has not been 
performed. Not surprisingly, since competing claims 
are based on appeals more to opinion than to data, we 
have witnessed considerable controversy in the field, 
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particularly since the publication of DSM-III-R in 
1987. The controversy revolves around three major 
issues: 1) the extent to which sleep disorders, particu- 
larly those involving insomnia, can be classified into 
subtypes, 2) the; feasibility and utility of more differ- 
entiated versus general classifications in the practice of 
psychiatry, and 3) the value and place of sleep labor- 
atory data in the differential diagnosis of insomnia 
complaints. 

DSM-III-R uses the term “primary insomnia” to in- 
dicate insomnia that lasts longer than 1 month and is 
not related to other diagnosable medical or psychiatric 
disorders. This has caused controversy among psychi- 
atric sleep researchers and clinicians, some of whom 
have objected that the term is difficult to interpret and 
groups together patients with widely differing com- 
plaints of insomnia. 

In reviewing the DSM-III-R diagnostic categories 
for inclusion and/or revision in DSM-IV, the work 
group on sleep disorders decided to use the recently 
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published International Classification of Sleep Disor- 
ders (ICSD) (1) as a template for conducting a litera- 
ture search. In this context, primary insomnia would 
include the three subtypes of “intrinsic” insomnia (i.e., 
presumably due to factors arising within the patient) in 
the ICSD: psychophysiological insomnia, sleep state 
misperception, and idiopathic insomnia. Accordingly, 
we reviewed the research literature on the frequency 
and validity of psychophysiological insomnia, sleep 
state misperception, and idiopathic insomnia. In addi- 
tion, we reviewed the research literature relating to the 
seven “extrinsic” types of insomnia (i.e., presumably 
due tc factors arising outside the patient) in the ICSD: 
inadequate sleep hygiene, environmental sleep disor- 
der, altitude insomnia, adjustment sleep disorder, in- 
sufficient sleep syndrome, limit-setting sleep disorder, 
and s!eep-onset association disorder. As will be sug- 
gested, most insomniac patients appear to show an 
interaction of intrinsic and extrinsic factors. Hence, we 
chose to include both groups in our review of primary 
insomnia. 

The critical issue is whether subtyping primary in- 
somnia enhances communication, clinical utility, 
and/or validity of the diagnostic process. A related, 
and equally important, issue is whether the ICSD sub- 
groups of primary insomnia are clinically relevant to 
the practice of psychiatry and can be used reliably by 
psychiatrists. For example, do the ICSD subgroups of 
primary insomnia denote clinical conditions that have 
developed in response to distinct etiologic factors? Do 
they predict a differential response to specific therapeu- 
tic interventions? Is a different family history of sleep 
disorders associated with each? In asking whether 
there is empirical support for the ICSD subtypes of 
primary insomnia, as well as for the ICSD subtypes of 
extrinsic insomnia, it is important to remember that 
clinical constructs, such as those proposed by the 
ICSD, may have considerable heuristic value and, as 
such, may drive clinical investigation in psychiatric 
sleep research and sleep disorders medicine. 

As noted by Hauri (2), the 1979 Association of Sleep 
Disorders Centers’ Diagnostic Classification of Sleep 
and Arousal Disorders (ASDC) (3) and its successor, 
ICSD (1), are both based on extensive clinical experi- 
ence and appear to represent the consensus of most 
active sleep research clinicians in psychiatry. When one 
contrasts the classification of insomnia in DSM-III-R 
with the classification in the ASDC and ICSD, the crit- 
ical issue is to determine the number of groups, or 
“clusters,” of patients with insomnia not related to 
diagnosable medical or psychiatric disorders (“pri- 
mary insomnia”). Hauri (2) has stated the issue and 
the dilemma well: “With too few clusters, interpreta- 
tion is difficult because many widely differing patients 
are lumped together. With too many clusters, interpre- 
tation is also difficult, because some of the differences 
between clusters become minute and esoteric.” Ac- 
cordingly, it would appear desirable for the DSM-IV 
nosology of sleep/wake disorders to achieve a position 
between the two extremes. 
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The resolution of these issues must depend primarily 
on published empirical support for the ICSD clinical 
subtypes of primary insomnia. A related 3 key question 
is whether factors perceived to be clinically important 
in the pathogenesis and exacerbation of insomnia 
should be elevated to clinical subtypes at this time, on 
the basis of published data. Finally, we must begin to 
address the relative performance characteristics and 
the clinical/research utility of the DSM-HI-R and 
ICSD classifications of insomnia disorders. 


METHOD 


We reviewed all of the primary source references in 
the bibliography for each insomnia disorder in the 
ICSD. We then pursued all the additional primary 
sources cited in each of these referenced papers. Our 
third step was to conduct an automated literature 
search using Medline. We found a total of 48 primary 
sources published over the last two decaces in the En- 
glish-language literature. Each of these 48 reports was 
then coded according to the following eight criteria: 1) 
type of publication (i.e., peer-reviewed, research ab- 
stract, or review), 2) number of subjects, 3) use of 
specific diagnostic criteria (e.g., ASDC, DSM-III-R, or 
Research Diagnostic Criteria), 4) use of diagnostic re- 
liability procedures, 5) inclusion of control or contrast 
groups, 6) inclusion of follow-up data, 7) inclusion of 
polysomnographic data, as well as anamnestic data, 
and 8) inclusion of treatment outcome data. 

None of the reports reviewed met all of these cri- 
teria. Accordingly, we gave the greatest weight to 
27 studies that were reported in peer-reviewed jour- 
nals, had the most subjects, and met most of the cri- 
teria (such as diagnostic reliability procedures and in- 
clusion of comparison groups). The task of reviewing 
this literature was also helped by a recent book chapter 
by two of us (D.J.B. and C.F.R.) (4), waich included 
238 references to the English-language literature on 
insomnia. 


RESULTS 


The three ICSD disorders most closely related to the 
DSM-III-R concept of primary insomnia will be re- 
viewed first: idiopathic insomnia (also known as 
“childhood-onset insomnia”), sleep state mispercep- 
tion (also known as “subjective insomnia without ob- 
jective findings”), and psychophysiological insomnia. 
After the review of these three intrinsic insomnia dis- 
orders, we will review the literature related to three 
ICSD extrinsic disorders: inadequate sleep hygiene, in- 
sufficient sleep syndrome, and adjustment sleep disor- 
der. Altitude insomnia and environmental insomnia 
will be briefly touched on, followed by two of the pe- 
diatric insomnias, sleep-onset association disorder and 
limit-setting sleep disorder. 
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Intrinsic Insomnia Disorders 


Idiopathic insomnia. The ICSD notes that idio- 
pathic insomnia (ASDC “childhood-onset insomnia”) 
is rarely seen in its pure form. The ICSD distinguishes 
it from psychophysiological insomnia, which is diag- 
nosed if the inherent predisposition toward poor sleep 
is mild and requires the stress of maladaptive condi- 
tioning to manifest itself. Idiopathic insomnia is, 
rather, conceptualized as a more chronic and stable 
form of insomnia appearing first in early childhood 
and persisting unrelentingly. The ICSD indicates that 
patients with idiopathic insomnia are psychologically 
healthy. 

The ICSD concludes that idiopathic insomnia is a 
lifelong, serious disorder that cannot be explained by 
psychological trauma in early childhood or by medical 
disorders. However, che ICSD notes that idiopathic 
insomnia is likely to be complicated by poor sleep hy- 
giene, learned maladaptive associations, or psychiatric 
disturbances, This statement raises the possibility of an 
age-related or developmental continuum in the ICSD 
types of insomnia, as well as the probability of overlap 
between these proposed types of insomnia. 

The best data source for idiopathic insomnia was the 
1980 study by Hauri and Olmstead (5), which con- 
trasted 20 patients with childhood-onset insomnia and 
39 patients with adult-onset (psychophysiological) in- 
somnia. External validation of the distinction between 
idiopathic and adult psychophysiological insomnia 
was provided by polysomnographic evidence of less 
sleep continuity and less REM density in the child- 
hood-onset group. The authors also reported a higher 
prevalence of soft neurological signs in the patients 
with childhood-onset insomnia. A subsequent cluster 
analysis reported by Hauri (2) supported the distinc- 
tion between childhood-onset insomnia and persistent 
psychophysiological insomnia. It is not clear to what 
extent there may have been overlap of the subjects in 
the two studies. We could find no replication studies of 
polysomnographic differences between idiopathic and 
psychophysiological insomnia, nor could we find stud- 
ies of controlled treatment trials showing differential 
treatment response, long-term follow-up studies, data 
on diagnostic reliability, or family history studies of 
these two disorders. 

Psychopbysiological insomnia. The ICSD considers 
psychophysiological insomnia to be an objectively ver- 
ifiable insomnia due to learned sleep-preventing asso- 
ciations. The patient’s focus on the inability to sleep is 
the hallmark of psychophysiological insomnia. Appar- 
ently, compared to patients with idiopathic insomnia 
or sleep state misperception, patients with psychophys- 
iological insomnia are more likely to have abnormal 
psychological profiles, involving malaise, guardedness, 
sensation avoidance, and denial (6—8). 

The ICSD notes that psychophysiological insomnia 
lies on a continuum with a number of other diagnostic 
categories: 1) inadequate sleep hygiene (patients with 
psychophysiological insomnia still sleep poorly even 
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when they maintain adequate sleep hygiene), 2) dys- 
thymia, 3) generalized anxiety disorder, and 4) idio- 
pathic insomnia. The ICSD notes that patients with 
psychophysiological insomnia have marginal sleep 
during childhood and adolescence but that they get by. 
In contrast, patients with idiopathic insomnia sleep 
consistently poorly during childhood and beyond. At 
least two studies of patients with psychophysiological 
insomnia (9, 10) have shown that their electroenceph- 
alographic sleep profile differs from that of depressed 
patients. 

Hauri’s study (2) had the largest number of subjects, 
and he reported the results of a cluster analysis of in- 
somnia involving 90 patients. Cluster 1 included both 
subjects with good sleep and patients diagnosed as 
having ASDC subjective insomnia without objective 
findings (ICSD “sleep state misperception”). Cluster 3 
included many older patients with psychophysiological 
insomnia, while younger patients diagnosed as having 
psychophysiological insomnia tended to be grouped in 
other clusters. Clusters 7 and 8 denoted, respectively, 
moderate and severe childhood-onset insomnia. Clus- 
ters 3, 7, and § suggest the probability of an age-re- 
lated continuum in insomnia, rather than necessarily 
distinct disorders. The existence of idiopathic insom- 
nia (childhood-onset insomnia) has yet to be confirmed 
prospectively in child patients. All of Hauri’s patients, 
for instance, were diagnosed retrospectively on the ba- 
sis of their histories of childhood onset. This is not the 
same thing as identifying the disorder prospectively 
during the first decade of life. 

The importance of Hauri’s study lies in the fact 
that it provides mathematical evidence for the validity 
of psychophysiological insomnia and childhood-onset 
insomnia as separate disorders. The question then 
becomes, Are these distinctions important clinically? 
If so, how and why? At this time the question is 
unanswered, 

Sleep state misperception. The ICSD uses the term 
“sleep state misperception” to mean a marked dis- 
crepancy between the subjective complaint of in- 
somnia and the objective polysomnographic findings. 
The course and prevalence of sleep state mispercep- 
tion are unknown, but, according to the ICSD, it ap- 
pears to apply to fewer than 5% of all patients with 
primary complaints of insomnia. In the studies to date, 
no typical psychological or cognitive disorder has been 
delineated. 

There are probably fewer than 30 well-documented 
cases of sleep state misperception in the research liter- 
ature. In a 1985 study of eight patients with sleep state 
misperception who were contrasted with eight patients 
diagnosed as having psychophysiological insomnia, 
Sugerman et al. (11) reported no nocturnal polysom- 
nographic abnormalities in sleep state misperception, 
but, surprisingly, there was evidence of impaired wak- 

‘ing performance on an auditory vigilance task and a 
tendency for greater daytime sleepiness (as measured 
with the multiple sleep latency test, a series of five nap 
recordings at 2-hour intervals from 10:00 a.m. to 6:00 
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p.m. designed to measure rapidity of sleep onset). The 
authors noted an absence of detectable psychopathol- 
ogy according to the MMPI. The study did not appear 
to control for the potentially confounding issue of mo- 
tivation in the auditory vigilance task, nor did it use 
structured psychiatric interviewing to rule out the pres- 
ence of psychopathology in the patients with sleep 
state misperception. We could find no other reports of 
treatment data for sleep state misperception, no longi- 
tudinal follow-up data, and no data on etiology. Most 
treatment studies of chronic insomnia probably in- 
clude some of these patients, as well as patients with 
psychophysiological insomnia. 

We believe that the salient question is, Could sleep 
state misperception be an extreme example of the ten- 
dency of patients with chronic insomnia to underesti- 
mate sleep time and overestimate the amount of time it 
takes them to get to sleep, in comparison with objec- 
tive laboratory measures? In a study of this issue by 
Carskadon et al. (12), it was observed that for fewer 
than one patient in five with a complaint of very short 
sleep or very long sleep latency was the complaint con- 
firmed in a laboratory sleep setting. The authors spec- 
ulated that what determines the complaint of insomnia 
may be how the sleep loss occurs, noting that patients 
with insomnia have strikingly more arousals, i.e., 
chronic interruptions of sleep, than normal subjects. 
Carskadon et al. (12) also noted abnormal MMPI pro- 
files in 58% of their subjects. 

Further evidence of the ubiquity of sleep state misper- 
ception in chronic insomnia was provided by Frankel 
et al. (13), who studied 18 patients with chronic pri- 
mary insomnia and 18 age- and sex-matched compar- 
ison subjects, As a group, the patients with insomnia 
significantly overestimated sleep latency and underes- 
timated time spent asleep and sleep efficiency. It is in- 
teresting that the comparison subjects’ estimates of 
these variables tended to be in the opposite direction. 
As in the study by Carskadon et al., the patients with 
insomnia in Frankel et al.’s study consistently overes- 
timated sleeplessness. To be sure, polysomnographic 
findings were significantly correlated with subjective 
estimates, but the polysomnographic findings did not 
necessarily explain the severity of the patient’s com- 
plaint. The authors felt that night-to-night variability 
is critical and that the unpredictability of sleep is more 
important than sleeplessness-related anxiety in the 
pathogenesis of insomnia. 

In Hauri’s cluster analysis (2), patients with good 
sleep and patients with subjective complaints of insom- 
nia without objective findings were assigned to the 
same cluster. When both clinical and laboratory pre- 
dictor variables were used, the two groups of subjects 
were not separated. 

It seems reasonable to suggest that we do not know 
what factors determine subjective estimates of sleep 
quality or quantity. Perhaps the most conservative in- 
terpretation of the existing data is that sleep state mis- 
perception is a prevalent characteristic of chronic in- 
somnia generally, and, hence, patients diagnosed with 
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sleep state misperception may simply lie at one end of 
a continuum. 

Does the diagnosis of sleep state misperception /sub- 
jective insomnia without objective findings) have im- 
plications for long-term course or treatment? At this 
time the question is unanswered. 


Extrinsic Insomnia Disorders 


Inadequate sleep hygiene. \n the ICSD, disorder of 
sleep hygiene is constituted by various habits and ac- 
tivities of daily living that may promote a sleep diffi- 
culty—for example, ingestion of caffeine or taking 
naps at different times of the day. The ICSD recom- 
mends that sleep hygiene be evaluated in the context of 
every insomnia to determine how much of a contribu- 
tion it is making in sustaining the sleep disturbance. 
The ICSD also notes that sleep hygiene ‘‘violations” 
may not reach sufficient severity to produce insomnia. 
Rather, in most cases a confluence of factors, includ- 
ing inadequate sleep hygiene, produces a clinically sig- 
nificant insomnia. The ICSD states that the usual 
polysomnographic featurés associated with sleep con- 
tinuity disturbance also characterize patients with in- 
adequate sleep hygiene. In other words, there is noth- 
ing distinctive about the polysomnographic findings in 
patients for whom inadequate sleep hygiene is appar- 
ently the major etiologic factor. 

The ICSD cites a 1987 study by Spielman et al. (14) 
of sleep restriction therapy as supporting the existence 
of a disorder of inadequate sleep hygiene. In fact, how- 
ever, the Spielman et al. stady appears to be predicated 
on the belief that excessive time in bed is “one of the 
important factors that perpetuates insomnia” rather 
than being a primary cause. Moreover, the 12 subjects 
with persistent psychophysiological insomnia showed 
the same pattern of change as the entire group, includ- 
ing 21 patients with psychiatric insomnia. The authors 
concluded, “The similarities in outcome were more 
prominent than any differences between the diagnostic 
groups.” Hence, no differential response to treatment 
was noted as a function of presumed diagnostic sub- 
type. In a study of 44 patients with sleep-onset insom- 
nia, 49 patients with sleep-maintenance insomnia, and 
50 subjects with good sleep, Lacks and Rotert (15) 
found that although the patients with insomnia had 
better knowledge of sleep hygiene than the comparison 
subjects, both insomnia groups had more deficient 
sleep hygiene practices regarding nicotine, sleep med- 
ication, alcohol, and exercise. The authors also noted, 
“Hygiene practice needed most improvement in the 
areas of regular exercise, pre-bedtime relaxation, and 
managing bedtime worry.” The results suggested that 
poor sleep hygiene is not a primary cause of insomnia 
but may play a role in exacerbation. 

We could find no empirical evidence for the exist- 
ence of an independent disorder of inadequate sleep 
hygiene. Rather, inadequate sleep hygiene appears to 
be a complication of other types of insomnia and ap- 
pears mainly to be an important contributing factor in 
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the perpetuation of insomnia. On the basis of studies 
by Spielman et al. (14) and by Lacks and Rotert (15), 
ane must also ask whether inadequate sleep hygiene 
does not overlap considerably. with other forms of in- 
somnia, such as insomnia related to drug abuse or psy- 
chophysiological insomnia. 


Insufficient sleep syndrome. In the ICSD, the con- — 


cept of insufficient sleep syndrome appears to be 
grounded primarily in experimental work investigating 
the effects of sleep deprivation and sleep restriction on 
physiological sleepiness the next day and on measures 
of mood and performance. Probably the best inves- 
tigations in this area have been done by Carskadon 
and Dement (16) and Friedmann et al. (17). It should 
be noted that the initial complaint associated with in- 
sufficient sleep is more often daytime sleepiness than 
insomnia. 

The major question is whether it is clinically useful 
and valid to conceptualize insufficient sleep—like poor 
sleep hygiene—as a separate disorder, or whether it 
makes more sense to consider insufficient sleep to be an 
important contributor to complaints of insomnia and 
excessive daytime sleepiness (18). If it were shown that 
some individuals have 1) short sleep duration despite 
adequate opportunity to sleep, 2) otherwise normal 
sleep study results, and 3) an objectively verified com- 
plaint of excessive daytime sleepiness, then a disorder 
of insufficient sleep would be more strongly supported. 
However, our literature review does not show this, and 
we must conclude that insufficient sleep syndrome 
should be conceptualized as a behavioral pattern lead- 
ing to a complaint of insomnia or excessive sleepiness, 
rather than a nasologically distinct disorder separate 
from other types of insomnia. 

Adjustment sleep disorder. The ICSD uses the term 
“adjustment sleep disorder” to denote transient or 
short-term insomnia that is a reaction to stress (see 
reference 19). Hence, the symptoms should remit if the 
stressor is removed and/or the level of adaptation is 
increased. The central distinction between psycho- 
physiological insomnia and adjustment sleep disorder 
is the presence of an identifiable stressor in the adjust- 
ment disorder. 

In our opinion, the best controlled study relating to 
adjustment sleep disorder is probably that of Cart- 
wright (20), even though this study is not cited in the 
ICSD bibliography. Cartwright’s study focused on 
dream reports and REM sleep changes during and af- 
ter a mood-disturbing event, i.e., divorce. This study 
suggested that sleep physiology alterations attending a 
mood-disturbing event might be long-standing, partic- 
ularly in patients who react with depression. Cart- 
wright’s finding of protracted sleep disturbance after 
divorce was similar to self-report data in longitudinal 
studies of bereavement, such as that of Clayton et al. 
(21), who reported sleep disturbance to be a persistent 
(>1 year) and disabling symptom in 48% of subjects 
whose spouses had died. Finally, in a questionnaire 
study involving 243 respondents, Hartmann and 
Brewer (22) found that one major factor associated 


with an increased need for sleep was “mental or emo- 
tional stress,” which correlated strongly with changes 
of occupation, increased mental activity, and de- 
pressed mood. : 

Does it make sense to distinguish the ICSD diagro- 
sis of adjustment sleep disorder from the DSM-III-R 
categories of adjustment disorder with or without de- 
pressed mood and bereavement with or without com- 
plications? Would such a distinction be useful to clin- 
ical psychiatrists? If so, how? It may be possible to 
have a stress (e.g., medical procedure, life event) that 
does not lead to mood or behavioral sequelae but kas 
insomnia as the core symptom. It is the nature of the 
stressor (and its meaning to the patient) that will have 
implications for the duration, severity, and manage- 
ment of the sleep complaint. 

Altitude insomnia and environmental insomnia. Al- 
titude insomnia in small groups of volunteers has been 
well described: clinically and polysomnographically 
(see references 23 and 24), It usually develops at ele- 
vations greater than 4,000 meters and may be related 
to normal physiological control of respiration in the 
presence of low inspired oxygen. The interpretation of 
the data appears to be partly confounded by environ- 
mental factors, such as cold, altered light/dark cycles, 
and possibly jet lag. In the ICSD, the concept of envi- 
ronmental sleep disorders is based on a handful of 
studies investigating the impact of ambient noise (see 
reference 25) and extreme temperature change (see ref- 
erence 26) on sleep. 

While these studies are of considerable experimental 
and scientific interest, their clinical relevance to psy- 
chiatry appears to be limited. 

Sleep-onset association disorder and limit-setting 
sleep disorder. The ICSD conceptualizes both of these 
sleep disorders as pertaining mainly to childhood (27, 
28). Both represent useful clinical constructs, popular- 
ized by Ferber (29), who wrote a self-help book for 
parents related.to these disorders but who has not, 
according to our literature review, published any em- 
pirical studies. Both disorders may be conceptually 
similar to psychophysiological insomnia insofar as 
both may be related to conditioning factors adverse to 
sleep. In this sense, the distinction from adult psycho- 
physiological insomnia is not supported by published 
empirical data. Again, it appears parsimonious to sug- 
gest that we may be dealing with an age-dependent 
continuum of insomnia, in which a common etiologic 
denominator may be adverse conditioning factors. 


DISCUSSION AND RECOMMENDATIONS 


The ICSD subtypes of chronic intrinsic (“primary”) 
insomnia are clinically appealing and represent the ac- 
cumulated wisdom, the consensus, and the working 
diagnoses of clinical investigators and sleep disorder 
specialists. In our view, the ICSD subtypes embody the 
clinical belief that complaints of insomnia are multi- 
factorial and that consequently treatment approaches 
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need to be individually tailored to the specific constel- 
lation of factors found in a particular patient (30, 31). 
The concepts of etiologic heterogeneity and need for 
treatment specificity are further supported by the work 
of Jacobs et al. (32), who reported that polysomno- 
graphic findings resulted in the modification of the 
clinical diagnosis of chronic insomnia in approxi- 
mately 50% of 123 consecutive patients with chronic 
insomnia. The concepts of heterogeneity in etiology 
and treatment specificity were also articulated by the 
1984 National Institute of Mental Health consensus 
conference on drugs and insomnia (33). 

Despite the clinical utility of the ICSD distinctions 
and despite the probable heuristic value, the available 
empirical data on the reliability and validity of these 
subtypes are limited and therefore do not yet provide a 
compelling basis for abandoning the DSM-III-R con- 
cept of primary insomnia. The clusters reported in 
Hauri’s 1983 study (2) need to be replicated, and their 
clinical validity needs to be demonstrated in studies of 
etiology, family history, response to treatment, and/or 
long-term course. It would serve a useful educational 
purpose to discuss the subtypes (idiopathic insomnia, 
sleep state misperception, and psychophysiological in- 
somnia) in the DSM-IV text relating to primary insom- 
nia and to discuss the putative roles of sleep hygiene, 
insufficient sleep, and environmental factors in case 
formulation. Similarly, the clinical importance of du- 
ration of complaint should be underscored in the text 
because of the greater probability of finding stressors 
in the lives of patients with recent-onset insomnia, The 
nature of the stressor, such as bereavement, will have 
important implications for the severity, duration, and 
complications of the sleep complaint and for its man- 
agement. In a similar spirit of clinical relevance, pedi- 
atric sleep disturbances related to parental behaviors 
could be usefully discussed in the DSM-IV text. The 
information concerning the apparent effects of altitude 
change on sleep and breathing might be mentioned in 
the text here or discussed in relation to insomnia and 
medical disorders, where it seems more relevant. 

In conclusion, we recommend retaining the DSM- 
III-R concept of primary insomnia and not adopting 
the ICSD subtyping of insomnia at this time. The 
ICSD subtyping usefully addresses factors that may be 
important in insomnia. As such, these factors should 
be considered in the text. However, on the basis of the 
existing empirical studies, if we were to elevate factors 
that disturb sleep to disorders, we might be reaching 
premature conclusions. At the same time, although the 
use cf a single diagnostic category precludes the pre- 
mature adoption of more differentiated diagnostic cat- 
egories, it may lull clinicians into a false sense of se- 
curity that might lead them to overlook clinically 
important heterogeneity. Accordingly, one might use 
the term “primary insomnias” rather than “primary 
insomnia” and start with two primary insomnia cate- 
gories, namely, idiopathic insomnia and psychophysi- 
ological insomnia. Although our literature review does 
indicate there may be valid distinctions between them, 
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we have also suggested that further empirical valida- 
tion is necessary. Such studies are crucial, we believe, 
to achieving the long-term goal of identifying the var- 
ious clinical entities which ccnstitute this category. 
The DSM-IV text should provide description of some 
of these entities and commentary on tħeir potential 
strengths and weaknesses. 

One further recommendation is in ord2r. We do not 
know of any published data on the perfcrmance char- 
acteristics or the clinical and research utility of the 
DSM-III-R classification of insomnia. In a pilot field 
trial at the University of Pittsburgh involving a review 
of 19 cases of chronic insomnia by six raters, interrater 
reliability appeared to be higher in the application of 
the DSM-III-R criteria than for the ASET (1979) cri- 
teria (unpublished data). This is perhaps not unex- 
pected, since DSM-III-R “lumps” and ASDC “splits.” 
On the other hand, it is also our impression that the 
treatment recommendations based on ASDC diagno- 
ses were perhaps somewhat more targeted, or focused, 
than the treatment recommendations besed on DSM- 
ITI-R diagnoses. Hence, we support field trials to eval- 
uate the relative performance characteristics and the 
utility of the DSM-III-R “lumping” apzroach versus 
the ICSD “splitting” approach. Furthe-more, assess- 
ment of the level of clinician expertise (sleep disorder 
specialist versus general psychiatrist) on interrater 
agreement in the application of the DSM-III-R and 
ICSD systems is recommended. Finally, the effect of 
knowledge of polysomnographic data on rates of 
agreement in the application of the DSM-III-R and 
ICSD systems needs to be assessed. It is conceivable 
that these data would lead to the incorporation of 
some ICSD subtypes (e.g., psychophysiological versus 
idiopathic) into DSM-IV and, at the least, would in- 
form the discussion of these subtypes ir the text. 
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Biological Correlates of Mental Activity Studied With PET 


Nora D. Volkow, M.D., and Laurence R. Tancredi, M.D., J.D. 


The development of newer imaging techniques that allow direct investigation of the fuac- 
tion of the human brain under normal and pathological conditions has affected the way in 
which we conceive of the mind/brain relation. In this report the authors use examples from 
findings obtained with positron emission tomography (PET) to illustrate the highly interac- 
tive organization of the brain. Because operations in the brain require the participation of 
various brain areas, a model that does not require a one-to-one relationship between zhe 
physical and mental, but rather allows an association between clusters of physical processes 
and one or more mental phenomena, may reflect better the relation between physical brain 


phenomena and mental activities. 
(Am J Psychiatry 1991; 148:439-443) 


s new techniques for investigating the human 

brain develop and new knowledge emerges, we 
are faced with the need for models of the brain that can 
incorporate these findings. Previous models that sepa- 
rated “mental” from “physical” phenomena have been 
inadequate in exploring the relation between these two 
processes (1). The failure can be attributed to both 
biological and philosophical reasons. The biological 
reasons have to do with the way neuroscientific knowl- 
edge has been obtained. That is, most of the studies 
were conducted 1) with animals, which lack the com- 
plexity of human behavior, 2) with patients suffering 
from brain disorders, in whom by definition brain 
function is disturbed, or 3) with pieces of brain tissue, 
in which the nature of the phenomenon is isolated 
from the rest of the brain. 

The philosophical reasons relate to the inadequacy 
of a model that attempts to construct a direct relation 
between specific biological and mental states without 
consideration of the multiplicity of biological phenom- 
ena that have to occur simultaneously to generate a 
specific behavior or mental activity (2). In this respect, 
a model that does not require a one-to-one relationship 
between the physical and mental, but instead allows 
for a cluster of physical activities which relate to one or 
more mental phenomena (associations by ipsicorre- 
spondence), may reflect better the relationship between 
physical and mental activities. 

The recent development of functional imaging tech- 
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nologies, such as positron emission tomography (PET), 
single photon emission computed tomography (SPECT), 
computerized electroencephalography, and magne- 
toencephalography, allows direct evaluation of the 
function of the brain in normal living kaman beings 
and its disruption in the mentally ill. These imaging 
technologies have started to breach the Liological lim- 
itations imposed by the inaccessibility of the human 
brain (3). 

In this paper we will use the findings obtained with 
PET to illustrate how 1) operations in the brain are 
processed serially and/or in parallel, involve simulta- 
neous and sequential participation of various brain 
structures, and are organized into highly specific func- 
tions and how 2) functional brain imagiag techniques, 
such as PET, will help us understand the operations of 
and correlations between the mind and zhe brain. 

In approaching this material we will first describe 
PET technology, then we will examine, using PET ex- 
amples, certain features of the brain involving its or- 
ganization and its disruption by disease that help us 
understand how the brain processes information seri- 
ally and/or in parallel, and, finally, we will relate these 
findings to the brain/mind interaction. 


POSITRON EMISSION TOMOGRAPHY 


PET measures the concentration of pcsitron-labeled 
compounds within the brain. Since positron emitters 
can be used to label compounds that are physiologi- 
cally active, these agents can be used to directly meas- 
ure brain function and neurochemistry. The most fre- 
quent variables measured with PET hav2 been glucose 
metabolism and cerebral blood flow (CBF). Sokoloff’s 
work with autoradiography and deoxyglucose, an an- 
alogue of glucose, laid the foundation fcr use of deox- 
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glucose to measure brain glucose metabolism with 
PET (4-6). CBF can be measured with PET by means 
of different strategies (7, 8). Measurements of glucose 
metabolism and CBF are used to monitor brain func- 
tion because of the physiological coupling of CBF, 
glucose metabolism, and neuronal activity (5, 9). The 
examples reported in this paper are from studies meas- 
uring regional brain glucose metabolism or CBF. The 
methodological limitations of these studies are due to 
the limited spatial resolution (6.0 mm in plane, 6.5 mm 
in axial) and temporal resolution (40 seconds for CBF 
and 30 minutes tor glucose metabolism) of PET (10). 
This means that PET can only evaluate activation of 
relatively large areas of the brain and that it can only 
obtain information about activation over a relatively 
Jang period, which does not distinguish serial from 
parallel brain regional activation. On the other hand, 
PET allows investigation of the human brain in vivo 
and repeated measurements on the same subject. 

The use of PET to measure receptor concentration, 
enzyme concentration, and neurotransmitter synthesis 
and its applications in the investigation of the human 
brain will not be covered in this paper. A detailed de- 
scription of the PET procedure and the different posi- 
tron-labeled radiopharmaceuticals used to measure re- 
ceptors, enzymes, and substrate metabolism is out of 
the scope of this paper and can be obtained from re- 
views of these topics (9-11). 


BRAIN ORGANIZATION 


Brain organization refers to the association among 
the various brain areas as they interact with each other 
to receive, process, and integrate the internal and ex- 
ternal experiences of the individual. 

Three principles basic to understanding brain orga- 
nization have been identified. The first is the highly 
interconnected pattern of brain organization (12). This 
property permits the brain to process a given stimulus 
simultaneously in different brain areas and to provide 
an integrated analysis of the stimulus (13). It also in- 
corporates the notion that any given task performed by 
the brain involves a large number of brain areas, each 
of which performs a specific operation. This means 
that even a simple behavior is the result of a multitude 
of brain areas functicning coordinately with one an- 
other (14, 15). 

The second principle is the hierarchical structure of 
this organization, which allows filtering of irrelevant 
information and channeling of various stimuli into the 
appropriate brain areas (16). For certain brain areas, 
such as association cortex and prefrontal cortex, this 
organization appears to be not hierarchical but highly 
interactive, and feedback pathways affect the process- 
ing of information at different levels of the system (17). 

The third principle relates to the concept of func- 
ticnal differentiation. This means that particular brain 
areas are responsible for specific functions (15). Be- 
cause of the highly interconnected pattern of brain or- 
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ganization this ‘concept should be kept in mind when 
designating a particular area as responsible for a given 
function, since this area may be just a part of a more 
complex system. 

The highly interconnected pattern of brain organi- 
zation can be investigated with PET and has been stud- 
ied for the visual system. These studies have started to 
map the brain areas other than occipital cortex that 
participate in the processing of visual information. 
One study which evaluated brain activation by pat- 
terned visual stimulation revealed that visual stimula- 
tion not only activated the occipital areas but affected 
several other brain areas (18). As expected, unilateral 
visual stimulation increased metabolism of the contra- 
lateral striatal cortex. It also increased metabolism of 
the right inferior parietal and right superior temporal 
cortex independent of the side of visual stimulation. 
Activation of these right cortical areas suggests the 
participation of these areas in a functional system for 
processing visual stimuli (19). Involvement of subcor- 
tical structures in the processing of audiovisual stimu- 
Jation has also been demonstrated with PET (20). 

The hierarchical structure of the brain can be inves- 
tigated with PET. By using a given stimulus and vary- 
ing its complexity, one can map out the hierarchical 
order of the various brain areas that process the stim- 
ulus. This was first demonstrated in a PET study that 
tested subjects with three visual stimuli of increasing 
complexity: a bright light, a black and white checker- 
board pattern, and an outdoor visual scene. An in- 
crease in the complexity of the visual stimulus was 
associated with a concomitant increase in the activa- 
tion of the primary and associative visual cortex (21). 

The principle of functional differentiation can be in- 
vestigated with PET by stimulating the subject with 
stimuli composed of very specific features to map the 
different constituents of a given functional system. An 
example of such a strategy is a PET study that evalu- 
ated cortical activation during various behavioral lan- 
guage tasks. This study demonstrated involvement of 
separate brain areas for the processing of words pre- 
sented visually and auditorially and involvement of the 


: same brain areas for the processing of semantic and 


articulation codes (22), Visual presentation of words 
activated striatal cortex and prestriatal areas. Al- 
though activation of striatal cortex occurs with several 
visual stimuli, the activation of the prestriate has so far 
been demonstrated only by visual presentation of 
words. Auditory presentation of the words activated 
primary auditory cortex, left temporoparietal cortex, 
and left anterior superior temporal cortex. When the 
subjects were asked to repeat the words presented irre- 
spective of mode of presentation, there was additional 
activation of areas involved in semantic processing— 
the left inferior frontal cortex and anterior cingulate 
gyrus (22), In this way PET studies are starting to map 
the brain areas that constitute the systems involved in 
processing different types of stimuli (23, 24). 
Differences among individuals in the strategies used 
to process a given stimulus need to be taken into con- 
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sideration when relating the activation of a set of brain 
areas to a given stimulus. This was illustrated in a PET 
study that showed differential activation of left versus 
right cortical areas in subjects asked to perform a tonal 
memory test (25). Individuals who recalled the tone by 
using an analytical strategy activated the left hemi- 
sphere, whereas subjects who used a nonanalytical ap- 
proach to perform the task activated the right hemi- 
sphere. This study demonstrates different patterns of 
activation in response to the same stimulus due to the 
differences in the individual strategies employed to per- 
form the task. 


EFFECTS OF BRAIN DISEASES ON BRAIN 
ORGANIZATION 


Evaluation of the effects of a well-localized brain 
defect on brain function can provide valuable insight 
about the interactions of a given region. PET studies of 
patients suffering from localized brain pathology have 
been able to show how dysfunction of a given brain 
area can have repercussions for other brain areas. This 
phenomenon, referred to as “‘diaschisis,” appears to be 
the result of disruption in the interaction among brain 
areas secondary to a disruption in one of the areas of 
the communication pathway. In a study of aphasic pa- 
tients with left vascular hemispheric lesions (26), close 
to 50% of the patients showed not only hypometabo- 
lism in the damaged hemisphere area but also in the 
contralateral cerebellum. Similar disruptions in the 
corticocerebellar pathway have been demonstrated in 
patients with a wide variety of lesions (27—30). Dis- 
ruptions in thalamocortical, interhemispheric, and in- 
trahemispheric connections have also been docu- 
mented with PET in patients with localized vascular 
pathology (31, 32). 

Activation studies of patients with well-localized de- 
fects is another strategy used to evaluate brain organi- 
zation. An example of such a strategy is a study of 
patients with amblyopia (33). Amblyopia is a defect in 
visual acuity caused by visual deprivation or visual 
dysfunction in one of the eyes during a crucial period 
of development (34). Animal models of amblyopia 
have demonstrated a reduction in the visual cortical 
neurons that respond to the amblyopic eye (35). Al- 
though the structural changes in the brains of ambly- 
opic patients have not been confirmed, there is good 
reason to believe that they are similar to what is seen in 
animal models of amblyopia. The disease provides an 
opportunity to study the effects of unilateral dysfunc- 
tion of the visual system on the general pattern of brain 
organization. As expected, when studied with unilat- 
eral visual stimulation, patients with amblyopia 
showed less activation of the primary visual cortex 
when the amblyopic eye was stimulated. However, the 
accessory visual cortex was activated irrespective of 
stimu‘ation of the sound or the amblyopic eye (33). In 
addition, unilateral visual stimulation with a complex 
visual scene induced activation of the contralateral 
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frontal and temporal cortex, which also occurred irre- 
spective of whether the sound eye or the amblyopic eye 
was stimulated and was similar for normal subjects 
and amblyopic patients. These results suggest that ac- 
tivation of brain areas which process these visual stim- 
uli can occur even with failure to activate the primary 
visual cortex and that most of these processes occur in 
parallel, since the amblyopic patients showed activa- 
tion of these areas even when the amblyopic eye was 
stimulated. 

The capacity of the brain to respond to stimulation 
relies in part on its hierarchical organization, which 
allows it to filter information and to relay that infor- 
mation to the appropriate brain regions. Disruption of 
the filtering and relaying processes can lead to defects 
in the ability to interact with the environment (36). As 
a result, either the external environment takes prece- 
dence over the individual’s own desires and triggers 
behaviors that are the result of previously automated 
routines in the brain or the internal environment elicits 
behaviors that are discordant with the external envi- 
ronment. This type of pathology is seen in obsessive- 
compulsive disorder (37), where the reaction to the 
internal or external environmen: takes precedence over 
the conscious needs and desires of the individual. Be- 
fore the development of functional imaging techniques 
it was not feasible to disclose the brain derangements 
associated with obsessive-compulsive disorder. Prelim- 
inary PET studies are starting to map the areas of the 
brain that are dysfunctional in patients with obsessive- 
compulsive disorder. These studies have documented 
abnormal function of orbital frontal cortex and cau- 
date in obsessive-compulsive disorder patients (37, 
38). These findings are in agreement with those from 
studies of ablation in animals, which document repet- 
itive compulsive behavior after destructicn of the cau- 
date nuclei or the orbitofrontal cortex (3%). It has been 
postulated that a circuit which involves orbitofrontal 
cortex, caudate, ventral pallidum, and medial thalamic 
nucleus serves a critical role in the pathogenesis of 
obsessive-compulsive disorder (40). In addition, this 
circuit interacts and has multiple connections with lim- 
bic structures (40), so derangements in areas of the 
brain related to behaviors needed for self-preservation 
or species survival, such as grooming and territoriality 
(41), could, if disrupted, generate the emergence of 
these behaviors automatically end independent of any 
exterior stimulation (36). 


BRAIN/MIND RELATION 


These PET studies have shown that operations of the 
brain are associated with activation of various brain 
areas and that a functional specificity for these opera- 
tions exists. In trying to correlate these findings to un- 
derstand the relation between the mental and physical, 
it becomes evident that trying to associate any partic- 
ular brain area with a given mental operation is not 
feasible because mental operations are the result of 


441 


BIOLOGICAL CORRELATES OF MENTAL ACTIVITY 


coordinated activation of various brain areas. Further- 
more, a given brain area probably participates in more 
than one mental operation, as is illustrated by the ac- 
tivation of the left interior frontal cortex and anterior 
cingulate gyrus by both the visual and auditory pre- 
sentation of words. The organization of the brain into 
highly coordinated functional systems explains why 

2fects of different brain areas can generate the same 
type of mental dysfunction. This is exemplified by the 
case of obsessive-compulsive disorder, in which, be- 
cause of the multiple connections of the orbitofrontal 
cortex with basal ganglia, thalamic nuclei, and limbic 
structures, lesions in different areas of this circuit could 
generate perseverative behaviors. 

Another possibility that needs to be taken into con- 
sideration when relating a given regional defect to dys- 
function of a particular mental operation is that the 
mental dysfunction could relate not only to the defect 
per se, but to the disruption of a brain area which is 
connected to the area where the primary defect is lo- 
cated. This is shown by the PET studies documenting 
hypometabolism in brain areas far from the original 
lesion. 

In interpreting these findings, one should also keep 
in mind the reductionism of this approach and con- 
sider that multiple mental operations are occurring at 
the same time at a given moment for a particular in- 
dividual. Activation cf a particular brain area may be 
the result of the task investigated, but it may also rep- 
resent activation due to its interactions with other 
functional systems. Similarly, differences among indi- 
viduals in strategies used to process a given stimulus 
may lead to differences in the patterns of activation in 
response to the stimulus. 

Finally, PET is limited by its temporal resolution and 
produces no information with respect to temporal se- 
quencing of brain processes. Techniques such as EEG 
and magnetoencephalography are better for differen- 
tiating between serial and parallel activation of cere- 
bral structures. 


SUMMARY 


Using PET to investigate brain function has started 
to reveal various physical processes that seem to cor- 
respond in a more direct way with processes in the 
mental realm. This relation cannot be described as a 
direct one-to-one correspondence; rather, a cluster of 
physical processes can be correlated with a group of 
mental operations. The PET examples we have de- 
scribed have demonstrated the association between 
particular patterns of brain activation and specific 
mental processes. However, more work needs to be 
done before causal links can be established. Also, the 
examples described have focused mainly on simple 
mental operations; in the future, with further improve- 
ments in imaging technologies it may be feasible to 
investigate more complex mental phenomena. Al- 
though the PET studies are limited by the spatial and 
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temporal resolution of the instrument, the feasibility of 
directly investigating regional brain activation by men- 
tal tasks in humans and of evaluating the effects of 
localized brain defects on the cerebral activation elic- 
ited by specific tasks opens up the opportunity to cre- 
ate models that take into account the functional orga- 
nization of the brain. These developments may lead to 
a better understanding of complex and higher-order 
human processes. 
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Regular Articles 


Monitored Conditional Release 
of Persons Found Not Guilty by Reason of Insanity 


Joseph D. Bloom, M.D., Mary H. Williams, M.S., and Douglas A. Bigelow, Ph.D. 


This articie reviews the recent literature documenting changes that have taken place in the 
management and treatment of insanity defense acquittees with the development of condi- 
tional release and monitored community treatment. The review demonstrates that condi- 
tional release is particularly important as a means of balancing the protection of society with 
the treatment of insanity defense acquittees in the least restrictive environment. The review 
also highlights the development of community programs based on treatment models for the 
chronically mentally ill. In addition, monitored community treatment programs appear cost- 
effective when compared with hospital-based programs. These factors point to the develop- 
ment in the 1990s of program standards for the release of insanity defense acquittees. 


(Am J Psychiatry 1991; 148:444-448) 


his paper explores 1) the question of the release of 

persons found not guilty by reason of insanity 
from hospitals into the community and 2) how this can 
be achieved on a practical basis while balancing the 
public policy interests of societal protection and indi- 
vidual rights. The dilemma posed by the release of 
insanity defense acquiztees was clearly illustrated by 
State v. Fields in New Jersey: 


If at any periodic review proceeding the State is unable 
to meet its burden of justifying the continuance: of the 
currently prevailing restraints upon the liberty of the pa- 
tient, it becomes the task of the reviewing judge again to 
“mold” an appropriate order. ...The new order should 
provide for the least restrictive restraints which are found 
by the judge to be consistent with the well-being of the 
community and the individual. . . . However, even where 
the [patient’s] condition shows marked improvement, only 
the most extraordinary case would justify modification in 
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any manner other than by a gradual de-escalation of the 
restraints upon the [patient’s] liberty. (1) 


Although it is generally accepted that this balance 
between protection and liberty must be struck, there is 
great difficulty in implementing workable release pro- 
cedures that can achieve these goals. In our view, con- 
ditional release, which allows insanity defense acquit- 
tees to be released from hospitals into monitored 
community treatment programs, is the most acceptable 
mechanism for meeting the policy goals described in 
State v. Fields. ` 

Tensions between protection of the public and least 
restrictive treatment of the patient are built into all the 
major law and mental health interactions, from volun- 
tary hospitalization and civil commitment on one end 
of the continuum to the criminal justice system on the 
other. Along this continuum, different weights are 
given to factors related to protection and treatment in 
least restrictive settings. In voluntary hospitalization, 
the primary focus is on treatment. In civil commit- 
ment, treatment is also the most important focus, al- 
though this has been greatly attenuated in the past 20 
years with the increasing focus on dangerousness as 
the major criterion both for hospitalization and release 
(2, 3). This increased focus on protection of the public 
has been further emphasized in the legal doctrine of the 
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duty to protect emanating from the Tarasoff decision 
(4, 5). In the criminal justice system, protection is even 
more heavily weighted, and there is less emphasis on 
treatment concerns (6). 


RELEASE PROCEDURES AFTER THE INSANITY 
DEFENSE 


Procedures governing the release of insanity defense 
acquittees have tended to occupy the middle ground 
between traditional civil commitment and criminal jus- 
tice system models. However, over the last three dec- 
ades, this ground has not been constant, as release 
procedures first moved closer to the civil commitment 
model and then, in more recent years, moved toward 
the criminal justice system model. The major changes 
in civil commitment statutes in the late 1960s and early 
1970s, with their increased focus on individual rights 
and current dangerousness (7~9), drew insanity de- 
fense procedures along with them. In some jurisdic- 
tions this resulted in the application of civil commit- 
ment standards to the release of insanity defense 
acquittees, 

Prior to the pivotal case of John Hinckley, Jr., in 
1982, dissatisfaction with various aspects of the insan- 
ity defense was already being expressed (10). This dis- 
satisfaction was exemplified by the adoption of the 
“guilty but mentally ill” verdict, first implemented in 
Michigan (11), the alteration of the insanity defense in 
Montana (12), and the introduction of the Psychiatric 
Security Review Board in Oregon in 1978 (13). 

The Hinckley case (14) dramatically shifted the 
weight given to protection of the public and drew the 
management of insanity defense acquittees even closer 
to the criminal justice model. Three major professional 
organizations rapidly published position papers calling 
for restrictions on the insanity defense (15—17 and 
American Medical Association resolutions 15 and 21, 
1983). These reactions to Hinckley led to important 
changes in federal statutes (18) and statutory changes 
in many jurisdictions (19, 20). Eight states subse- 
quently adopted the more restrictive option of guilty 
but mentally ill, bringing the total number of such 
states to 12 at the end of 1985 (20). In several juris- 
dictions, a number of other changes occurred in the 
dispositional provisions for insanity defense acquit- 
tees, including the provisions governing length of com- 
mitment and release through court proceedings or 
more traditional civil commitment proceedings (21). 

Another important influence on release procedures 
came from the 1983 U.S. Supreme Court decision in 
Jones v. U.S. (22), which upheld the right of states to 
commit a person acquitted by reason of insanity for an 
indefinite period, as long as the individual remains 
mentally ill and dangerous. 

Now, in the 1990s, public policy has shifted toward 
protection. However, the legitimate civil liberty inter- 
ests of insanity defense acquittees need to be recog- 
nized and a balance achieved. A system that places too 
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much emphasis on protection of the putlic runs the 
risk of unfairly confining an individual berond the pe- 
riod when confinement is necessary for treatment, a 
form of “preventive detention” (23) in psychiatric fa- 
cilities. In addition to the important ques-ion of indi- 
vidual rights, inordinately long and poten-ially unnec- 
essary hospitalization results in substantially higher 
costs at a time when mental health funds are desper- 
ately needed in the public sectcr (24). Cn the other 
hand, insufficient weight given to protection may result 
in an unrealistic view of the typical insazity defense 
acquittee’s ability to live independently in the commu- 
nity (25-29) and an underestimation of the danger 
that the mentally ill may present to society (30). 

Between the extremes it seems that corcerns about 
public protection, individual rights, and cost are best 
handled in a system that is designed to give serious 
consideration to both protection and libecty. Such an 
approach would provide the largest gain in public pro- 
tection together with the largest gain in individual lib- 
erty, and at the same time it would prov de a signifi- 
cant gain in mental health treatment. 


OREGON’S PSYCHIATRIC SECURITY REVIEW 
BOARD 


The following description of the Oregon Psychiatric 
Security Review Board is presented as an example of a 
comprehensive program for the manazement and 
treatment of persons judged not guilty by reason of 
insanity. Conceptually similar programs are develop- 
ing in other jurisdictions. 

In the mid-1970s, Oregon reexamined its proce- 
dures governing the release of insanity de-ense acquit- 
tees. There was growing public and professional con- 
cern that the system placed the public in jeopardy 
because of premature hospital release and lack of com- 
munity monitoring of conditionally released patients. 
After several years of study, the 1977 legislature cre- 
ated the Psychiatric Secur:ty Review Board (31) as a 
means of addressing the concerns regardirg the release 
of insanity defense acquittees. 

The board is composed of five part-time members 
and functions independently of the court system. Once 
a person is assigned to its jurisdiction, tae board as- 
sumes sole authority to determine client placement, 
either in the hospital or on conditional release in the 
community. The trial court judge determines the max- 
imum length of jurisdiction of the board oz the basis of 
the sentence that the individual might Fave received 
had there been a finding of criminal respcnsibility. We 
have referred to this as the “insanity sentence” (32). 
The trial court judge also determines whether the ini- 
tial placement will be in the forensic hospital or in the 
community on conditional! release. 

The board controls placement and movement be- 
tween hospital and community through procedures 
that govern conditional release and revocation of con- 
ditional release. The board may discharge an individ-. 
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ual before the end of its jurisdiction, but it is required 
to discharge an individual once the period of jurisdic- 
tion elapses. 

The Oregon Psychiatric Security Review Board has 
been especially important in developing the large-scale 
and systematic use of conditional release and moni- 
tored community treatment. The board closely coor- 
dinates its activities with the Oregon Mental Health 
and Developmental Disability Services Division. The 
division is responsible for providing psychiatric treat- 
ment for insanity defense acquittees either in the fo- 
rensic hospital or on conditional release in the com- 
munity. Community services are secured by means of 
contracts between the division and community mental 
health service providers. Funds are contracted to spe- 
c:fic programs for the care of specific individuals—a 
type of capitated funding system (24). 

While developing the conditional release program, 
the Oregon board nonetheless retains an overall orien- 
tation toward protection of the public, and thus it is 
representative of the direction taken in many jurisdic- 
tions. Oregon statutes state, “In determining whether a 
person should be committed to a state hospital, con- 
ditionally released or discharged, the Board shall have 
as its primary concern the protection of society” (33). 
In addition to this statutory mandate, the Oregon Su- 
preme Court upheld this legislative priority in a widely 
reported case, Cain v. Rijken (34). 


CONDITIONAL RELEASE 


In our opinion, the development of the conditional 
release of insanity defense acquittees into monitored 
community treatment programs was a major advance 
in the 1980s. Conditional release, monitored commu- 
nity treatment, and the availability of workable revo- 
cation procedures provide a practical means of ad- 
dressing the issue of balanced dispositions for insanity 
defense acquittees. In addition to our work in Oregon 
(35, 36), there are daca from Maryland (37, 38), Illi- 
nois (39, 40), California (41, 42), New York (43), 
Washington, D.C. (441, and a recent review article (45) 
that support this position. 

The availability of conditional release and moni- 
tored treatment is extremely important in both a con- 
ceptual and a practical wav in several critical areas 
related to the question of hospital release. 

1. Prediction of dangerousness. There is no single 
topic in the interaction between law and mental health 
issues that has raised more concern than the accuracy 
of predictions of future dangerousness. The inaccuracy 
of such predictions was brought forcefully to the at- 
tention of behavioral scientists after the Baxstrom de- 
cision in 1966 (8, 46). The dominant position in the 
scientific community now is that a long-term predic- 
tion cannot be made with any acceptable degree of 
accuracy (47—49). 

An effective mechanism for conditional release and 
revocation makes the issue of predicting dangerous be- 
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havior less pressing. A treatment system that has lim- 
ited community options will inevitably be pressed into 
placing greater weight on the prediction of dangerous- 
ness because of the substantial negative consequences 
of an erroneous release. Given the difficulty in predict- 
ing dangerousness, such systems will tend to hospital- 
ize more individuals for longer periods of time. Having 
an option to use conditional release with supervision 
and prompt revocation if necessary gives the decision 
maker more latitude in relation to future dangerous- 
ness. This system is designed to compensate for the 
inaccuracy of predictions of dangerousness, thus re- 
ducing their importance. 

2. Monitored community treatment program. An- 
other major advance in the 1980s was the development 
of more focused community treatment programs for 
the chronically mentally ill. These programs are criti- 
cally important for insanity defense acquittees, since it 
appears that a large number of them are chronically ill 
(25, 50-52). Community programs based on the prin- 
ciples of psychosocial rehabilitation are critical to the 
treatment of patients with chronic mental illness (28, 
29, 53). 

The treatment approach to the chronically ill patient 
is applicable to the chronically ill person acquitted by 
reason of insanity. For example, in the Oregon system, 
a conditional release plan spells out the agreement 
among the Psychiatric Security Review Board, the 
Mental Health and Developmental Disability Services 
Division, the community program, and the insanity 
defense acquittee regarding conditional release. The 
plan contains provisions for housing, case manage- 
ment, and psychiatric treatment. The case manager 
also sends progress reports to the board on a monthly 
basis and if an emergency arises. The conditional re- 
lease plan may also specify special conditions, such as 
prohibitions against driving, use of alcohol or drugs, 
and/or contacts with certain persons. Violation of the 
release plan can lead to immediate revocation of the 
conditional release order and the return of the individ- 
ual to the forensic hospital. 

3. Costs of hospitalization. Finally, from another 
public policy viewpoint, conditional release is a poten- 
tially cost-effective means of managing these patients, 
with their high utilization of resources (24). This is a 
critical concern, since mental health resources are fi- 
nite, and hospital care is more expensive than care in 
the community. If the goals of striking a balance be- 
tween protection of the public and treatment of the 
individual in the least restrictive environment can be 
achieved with an additional benefit of cost savings, 
then the resulting program should have a great deal of 
appeal to policy makers. We calculated costs of con- 
ditional release'and monitored community treatment 
and compared those costs with those of a hypothetical 
program lacking that option (24). In our model, con- 
ditional release substantially lowered costs; commu- 
nity care was estimated to cost about 14% of the costs 
of the hospital stays it replaced. 
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We have attempted to define the major changes dur- 
ing the past decade in procedures for release of persons 
acquitted by reason of insanity. The traditional task of 
balancing protection of society with the civil liberty 
interests of insanity defense acquittees remains a con- 
tinuing challenge. In most jurisdictions, the protection 
of society has assumed dominance over the acquittees’ 
liberty interests. Although protection of society was 
emphasized during the 1980s, great strides were made 
during this period in the treatment of these persons. 

The Oregon Psychiatric Security Review Board re- 
mains an important national model. Originally cited in 
a 1983 APA position paper (15) as a potential national 
model, the board still attracts a high level of interest. In 
1985 Connecticut became the second state to imple- 
ment a psychiatric security review board. In 1989 Utah 
passed analogous legislation, and such legislation is 
now pending in Kentucky and Florida. Each of these 
states has found it worthwhile to consider establishing 
a centralized body to handle matters involving insanity 
defense acquittees. This centralization of authority al- 
lows the development of policy, expertise, and experi- 
ence that is not possible to achieve when these deci- 
sions are left in the hands of a diverse group of trial 
court judges. 

Beginning in Maryland and Oregon, we have seen 
the systematic development of structured community 
care for insanity defense acquittees. Conditional re- 
lease procedures and monitored community treatment, 
with the availability of prompt revocation procedures, 
are the hallmarks of this system. Monitored commu- 
nity treatment allows for the protection of society and 
at the same time serves the liberty of the insanity de- 
fense acquittee by developing treatment in the least 
restrictive setting. These programs are also cost effec- 
tive when compared to hospitalization, which is an 
extremely important point in view of the increasing 
dilemma of funding mental health services. 

In addition, the melding of procedures that allow for 
monitored community care with a developing treat- 
ment technology for chronic mental illness is a signifi- 
cant step forward in the treatment of insanity defense 
acquittees. Community programs designed to reflect 
the needs of patients with chronic mental illness con- 
trol some of the situational factors that might lead to 
violence, and these programs make the prediction of 
dangerousness less critical in release decisions. Further, 
lessons learned from monitored care of this population 
can inform the developing area of outpatient civil com- 
mitment. 

The conclusions drawn from the growing body of 
experience in states with monitored treatment will re- 
sult in the development of standards for programs for 
the care of insanity defense acquittees. Most state fo- 
rensic systems still concentrate resources on inpatient 
services. According to the evidence marshaled for this 
paper, such systems inadequately address the legiti- 
mate civil liberty interests of a large number of insanity 
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defense acquittees who could be safely treated in mon- 
itored community treatment programs. Many states 
will have to work to meet the standards that are cur- 
rently being developed. 
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Effects of Statutes Requiring Psychiatrists to Report 
Suspected Sexual Abuse of Children 


Fred S. Berlin, M.D., Ph.D., H. Martin Malin, Ph.D., and Sharon Dean 


Objective: Reporting of child sexual abuse is mandatory in all 50 states. Conceptual 
distinctions between privileged communications and mandatory reporting are reviewed, and 
the impact of recent changes in Maryland’s reporting laws is examined. Method: Beginning 
in 1964 Maryland law required reporting if abuse was suspected when a physician examined 
a child. In 1988 reporting of disclosures by adult patients about child sexual abuse that 
occurred while they were in treatment was mandated. In 1989 all patient disclosures, even 
about such abuse that occurred before treatment, became reportable. During the period of 
statutory changes, the Johns Hopkins Sexual Disorders Clinic had kept track of adult pa- 
tients who referred themselves for treatment and adult patients’ disclosures of chiid sexual 
abuse. This allowed analysis of the impact produced by changes in the reporting require- 
ments. Results: 1) Mandatory reporting of disclosures about prior child sexual abuse de- 
terred undetected adult abusers from entering treatment. The rate of self-referrals when such 
reporting became mandatory in 1989 dropped from approximately seven per year (73 over 
a 10-year period) to zero. This may have caused some unidentified children to remain at risk. 
2) Mandatory reporting deterred patients’ disclosures about child sexual abuse that occurred 
during treatment. In 1988 the disclosure rate during treatment dropped from approximately 
21 per year to zero. This deprived clinicians of information important for early intervention. 
3) Mandatory reporting failed to increase the number of abused children identified. The 
number identified secondary to such disclosures was zero. Conclusions: Optimal protection 
of children, as well as treatment for adult patients, may be better accomplished by legislation 


that supports options other than reporting. 
{Am J Psychiatry 1991; 148:449-453) 


wo types of statutes determine whether commu- 

nications between a patient and a psychiatrist 
must remain confidential. Statutes on privileged com- 
munications forbid a psychiatrist to disclose informa- 
tion without a patient’s permission. Statutes on man- 
datory reporting require that information be divulged 
even if a patient objects. Mandatory reporting takes 
precedence over privileged communications. 

In all 50 states, reporting of suspected sexual abuse 
of children is mandatory (1). The relevant statues were 
enacted because of well-intentioned concerns about 
protecting children, but enactment was not necessarily 
based on data demonstrating such statutes’ effective- 
ness. Modifications of statutes on mandatory reporting 
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in the state of Maryland have afforded an opportunity 
to assess effectiveness empirically. 

One intent of this paper is to review briefly the dif- 
ferences between privileged communications and man- 
datory reporting. A second intent is to present data 
from Maryland that raise questions about whether 
mandatory reporting of suspected sexual abuse of chil- 
dren (which eliminates confidentiality) invariably 
serves its intended purpose. 


PRIVILEGED COMMUNICATIONS 


The Hippocratic oath states, “All that may come to 
my knowledge in the exercise of my profession 
... which ought not to be spread abroad I will keep 
secret and will never reveal.” The tradition of main- 
taining patients’ confidences is old and time-honored. 

However, time-honored traditions are not synony- 
mous with statutory protection. Therefore, histori- 
cally, patients and their psychiatrists have supported 
efforts to codify requirements that communicaticns be- 
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tween them remain confidential. The statutory privi- 
lege belongs to the patient. 

Various sorts of communications are protected by 
statute. These include communications between the 
clergy and penitents and those between attorneys and 
clients. In some states, even though psychiatrist-patient 
privilege is recognized, physician-patient privilege is 
not (2). 

An amicus brief presented to the U.S. Supreme 
Court by the APA emphasized that “an effective psy- 
chotherapeutic relationship is premised on confidenti- 
ality. It is a fundamental prerequisite to successful di- 
agnosis and treatment” (3). Analogously, the courts 
defined the rationale enderlying attorney-client privi- 
lege: “A lawyer can act effectively only when he is fully 
advised of the facts and the client’s knowledge that a 
lawyer cannot reveal his secrets promotes full disclo- 
sure” (4). Mandatory reporting, in superseding confi- 
dentiality, may make accurate diagnosis and successful 
treatment difficult. 

Privileged communications notwithstanding, psychi- 
atrists are ordinarily required to intercede if they know 
atout an intended future dangerous act. Patients’ dis- 
closures about their previous acts, even those of a 
criminal nature, however, are ordinarily privileged. 

Patient privilege is not absolute. Exceptions may oc- 
cur, for example, when information must be divulged 
in order to place a patient in a medical facility (5). Such 
exceptions permiz information to be divulged but do 
nct mandate it. Communicable diseases may have to 
be reported, but this does not ordinarily create a con- 
flict of interest between the patient and society. 


MANDATORY REPORTING 


In a free society, neither private citizens nor physi- 
cians are ordinarily compelled to act as informants for 
the state. It is not a crime if one exercises the prerog- 
ative not to report his or her neighbor for public in- 
toxication. Psychiatrists are, however, required by 
statute to report suspected child abuse. Legislative 
changes were made in the requirements for reporting 
child abuse in Maryland in 1964, 1988, and 1989. 

The first such law to be proposed in Maryland came 
before the legislature in 1963. Because of fears of pos- 
sible civil suits against reporting psychiatrists, it was 
not enacted until the following year. The 1964 statute 
mandated reporting when suspicions of abuse emerged 
during clinical examination of a child. It did not man- 
date reporting the disclosures made by adult patients 
in psychotherapy (6). 

In 1987 the state legislature enacted a new statute 
(7), which required reporting of child sexual abuse dis- 
closed by adult patients seeking treatment or in treat- 
ment. However, the new statute allowed a three-part 
exclusion. Reporting was not required if 1) the sus- 
pected abuse occurred before the adult patient initially 
sought treatment, 2) knowledge about the abuse was 
derived solely from the patient’s disclosures, and 3) the 
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patient was seeking professional assistance from a pro- 
gram specializing in the treatment of pedophilia. Tke 
intent of the exclusion was to encourage adults whose 
sexual involvements with children had gone undetec- ` 
ted to come forward so that the abuse would end. Tke 
law became effective on July 1, 1988. 

This exclusion generated intense political emotion. 
Lay opponents labeled it the “Pedophile Protection 
Bill,” while professional organizations such as the 
Maryland Psychiatric Society took no stance. There 
was much opinion and few data. Within a year the 
state legislature removed the exclusion. As of July 1, 
1989, all disclosures suggesting sexual abuse of chil- 
dren by adult patients seeking treatment or already in 
treatment had to be reported. The only remaining ex- 
ception was if such reporting violated aspects of attor- 
ney-client privilege. 

Maryland law had been modified, then, in at least 
three significant ways. 1) From 1964 until 1988, sexual 
abuse of children disclosed by adult patients did not hare 
to be reported. 2) As of July 1, 1988, reporting of such 
disclosures became mandatory, but generally only if the 
abuse had occurred after the adult had entered treatment. 
3) As of July 1, 1989, 1 year later, disclosure of abusive 
behavior that occurred before the adult patient entered 
treatment also had to be reported. 

Because of these statutory changes, it became possi- 
ble to look at several issues. 1) Had these changes 
affected the frequency of patients’ disclosures of child 
sexual abuse that occurred while the patients were in 
treatment? 2) Had the changes affected the frequency 
of disclosures by prospective patients about abuse that 
occurred before treatment? 3) Had the changes had an 
impact on the frequency with which adults were com- 
ing forward to report previously undetected abuse? 4) 
Had the changes had a positive impact on the number 
of child victims identified through adult patients’ dis- 
closures? 


DISCLOSURE DURING TREATMENT 


The Johns Hopkins Sexual Disorders Clinic, as cur- 
rently constituted, has specialized in the evaluaticn 
and treatment of paraphilic disorders since 1979. Pa- 
tients can receive treatment in prison, as hospital in- 
patients, or as outpatients in the community. Over the 
past several years, the number of individuals in treat- 
ment in the community at any given time has remained 
relatively constant, varying from approximately 180 to 
220, 98% of whom are male. About 55% have diag- 
noses of pedophilia. 

In treating patients with paraphilia and related disor- 
ders, it is crucial to document treatment outcome. There- 
fore, the clinic has developed a systematic method for 
tracking both criminal recidivism (behavior resulting in 
arrest) and clinical relapse (8). An initial step in that pro- 
cess involves recording relevant information on a stand- 
ardized relapse report form. The form is divided into 
several sections. One section documents the initial source 
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of the relapse report, such as a patient’s disclosure during 
therapy. The form also documents type of abuse during 
the relapse (e.g., exposing, touching, intimate sexual con- 
tact, or penetration), 

These data were available for much of the time 
during which the changes in Maryland law were tak- 
ing place. Therefore, it was possible to determine 
what effects, if any, these changes had produced on 
patients’ disclosures about child abuse while they were 
in treatment. 


OUTCOME 


Figure 1 shows both the total number of patients 
who made disclosures about child abuse and the total 
number of these disclosures. The data are restricted to 
disclosures about sexual involvements with children 
that occurred while the adult patients were in treat- 
ment at the clinic (i.e., relapses) between 1984 and 
1990. The number of disclosures exceeds the number 
of patients because some patients made more than one 
disclosure. None of the patients had been accused by 
others of criminal wrongdoing at the time the disclo- 
sure was made. The way in which the disclosures were 
dealt with clinically is discussed later in this paper. 

The clinic had begun formally tracking disclosures 
in 1984. Between Jan. 1, 1984, and July 1, 1988, pa- 
tients’ disclosures regarding relapse during treatment 
did not have to be reported. During that time, the rate 
of disclosures was a little less than two per month (or 
about 21 per year). After July 1, 1988, when the Mary- 
land law changed and required that such disclosures be 
reported, the number dropped to zero, where it has 
remained since, Because patients made no disclosures 
of relapse during treatment after the law changed, no 
children at risk could be identified. The rate of disclo- 
sures about offenses that did not have to be reported 
(e.g., those not involving children, such as voyeurism 
or exhibitionism) did not drop off during this time. 

Analysis of the types of relapses disclosed by pa- 
tients before July 1, 1988, revealed that 72% (67 of 93 
disclosures) were about actions in which there was no 
adult-child genital contact, for example, unsuccessful 
propositioning of child prostitutes, voyeurism involv- 
ing a child while masturbating, or touching a young- 
ster on the thigh and being privately aware of experi- 
encing sexual excitement. Of the 26 disclosures of 
genital contact, the majority (N=17) were related to 
fee-for-sex interactions with male adolescents. Patients 
making a sincere effort to succeed in treatment would 
be unlikely to fail initially in an extreme fashion (e.g., 
by engaging in intercourse with a sexually naive 
youngster). In this sense, the types of relapses disclosed 
by the patients were generally compatible with what 
might be expected from persons trying to succeed in 
treatment but struggling. 

Prior to July 1, 1988, when a patient made a disclo- 
sure, a variety of clinical actions were quickly initiated. 
These included immediate hospitalization, voluntary 
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FIGURE 1. Disclosures of Relapse Into Sexual Abus2 of Children by 
Adults in Treatment at a Maryland Clinic 


28 @ = Self disclosures 
X = of patients 
24 self disclosing 


NUMBER 





Mandatory 
Reporting 
Required 


*Before July 1. The number fcr the first 6 months of 1988 was 
projected to a yearly rate by doubling it (projected disclosures=24, 
actual disclosures=12). 

>After July 1. 

“Before July 1. 


removal from the home when indicated, or voluntary 
initiation of pharmacotherapy to suppress sexual ap- 


` petite. In no instances were patients knowingly permit- 


ted to continue improper sexual activity. The availabil- 
ity of this type of clinical information allowed early 
intervention—intervention that is no longer possible in 
the absence of such disclosure. 


ADULTS ENTERING TREATMENT FOR PREVIOUSLY 
UNDETECTED ABUSE 


For approximately the past 11 years, the Johns Hop- 
kins clinic has maintained a record of patients who 
have sought treatment although no criminal allega- 
tions have been made. Prior to July 1, 1989, patients 
whose sexual involvements with children had previ- 
ously gone undetected could seek treatment without 
fear of criminal jeopardy. Even so, such self-referrals 
could be difficult. Some prospective patients probably 
worried that they would ke reported even if the law did 
not require it. Indeed, this had occurred at other treat- 
ment facilities. Stigma and shame could also act as 
deterrents. Prospective patients may not have known 
where to go to find help, and denial and rationalization 
regarding the need for help are commor.. 

Figure 2 shows that in spite of such difficulties, a 
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FIGURE 2. Self-Referred Adults Entering Treatment at a Maryland 
Clinic After Previously Unreported Sexual Abuse of Children (pro- 
jected N=75, actual N=73) 


NUMBER 


%, % 


6 o 


Mandatory 
Reporting 
Required 


“Before July 1. The number for the first-6 months of 1989 was 
projected to a yearly rate by doubling it. 

After July 1. 

“Before July 1. 


total of 73 self-referred patients who had previously 
engaged in some type of sexual activity involving chil- 
dren entered treatment at the clinic between Jan. 1, 
1979, and July 1, 1985. They were not facing criminal 
allegations at the time they entered treatment, and 


none of their disclosures, to the best of our knowledge, ` 


subsequently came to the attention of criminal justice 
authorities. The rate of self-referrals of this sort be- 
tween Jan. 1, 1979, and July 1, 1989, was approxi- 
mately seven per year, or one every 2 months. A year 
after the law changed on July 1, 1989, not a single 
self-referred patient not facing criminal charges who 
had a previously undetected history of sexual activity 
with children had entered treatment. 

During the first several months following implemen- 
tation of the 1989 stazute, clinic lawyers were of the 
opinion that reporting was not required if a patient 
was referred by an attorney for evaluation (as opposed 
to treatment). Prospective patients who contacted the 
clinic were told this. During that time period, five pa- 
tients, all of whom were unknown to the criminal jus- 
tice system, inquired about evaluation under attorney- 
client privilege. None of them, however (including four 
following the advice of their attorneys), was willing to 
enter treatment if doing so required reporting to crim- 
inal justice authorities. It is not surprising that attor- 
neys had advised against such self-incrimination. A re- 
view of our clinical records revealed that four patients, 
seen previously after having disclosed their child sex- 
ual abuse elsewhere and having been reported, even- 
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tually had been. sentenced to a total of 110 years in 
prison. 
On Feb. 8, 1990, the Attorney General of Maryland 


` gave the opinion that individuals seeking psychiatric 


evaluation who have not been criminally charged, even 
if they are referred by a lawyer, are not protected by 
attorney-client privilege (9). No patients with histories 
of previously undetected sexual involvement with chil- 
dren have pursued evaluation at the clinic since that 
time. 

Persons who had referred themselves before July 1, 
1989, had a variety of vocations. There was a priest 
who had begun nongenitally fondling boys after hav- 
ing been prescribed testosterone for a medical condi- 
tion, an attorney fearful of disbarment if incest with 
his daughter were disclosed, and a schoolteacher who 
had nongenitally fondled students. There was also a 
father of several adopted children who feared that he 
and his wife would lose them, an adolescent counselor 
employed at a boys’ home, a social worker who had 
fondled his grandchild, and a security guard who had 
had sexual contacts with children while employed at 
an art gallery. Neither they, nor in some cases their 
families, had been willing to identify themselves and to 
enter treatment before being assured that reporting to 
the criminal justice system was not required. 

In response to clinical intervention, a number of the 
73 patients who had sought treatment of their own 
accord gave up previous employment involving access 
to children. All participated in therapy, including cou- 
ples therapy when indicated. A number moved out of 
their homes to prevent access to children. Some began 
treatment with medication to suppress sexual appetite. 

Since the 1989 law mandating the reporting of be- 
havior that occurred before (as well as after) seekirg 
assistance went into effect, not a single child has been 
identified as a consequence of an adult’s entering treat- 
ment and disclosing abuse. Much clinical information 
has been lost, and clinical interventions of the type just 
noted are no longer possible. One cannot intervene 
clinically if individuals who need help refrain from 
identifying themselves in the first place. 


DISCUSSION AND CONCLUSIONS 


Privileged communication statutes protect the pri- 
vacy of therapy.. Mandatory reporting, by superseding 
privilege, significantly alters the psychiatrist-patient re- 
lationship (10).' Psychiatrists become informants for 
the state when patients incriminate themselves. Argu- 
ably, this may be necessary if a useful societal purpose 
is served. The data presented here suggest that this is 
not so. 

Mandatory reporting, at least insofar as its effects on 
a large sexual disorders clinic are concerned, has not 
led to identification of even a single child at risk. At the 
same time, it appears to have deterred honest disclo- 
sure by patients in treatment and to have deterred un- 
identified potential patients from entering treatment. 


Am J Psychiatry 148:4, April 1991 


This deprives clinicians of the opportunity to try to 
intercede constructively, and some children may there- 
fore remain unnecessarily at risk. 

The data we have presented do not address the issue of 
the numbers of children identified throughout the entire 
state of Maryland as a result of patients’ disclosures of 
sexual abuse. It is important to do additional research 
exploring that matter further. The data suggest that im- 
posing mandatory reporting on specialized clinics de- 
signed to treat adult offenders is counterproductive. 

The Johns Hopkins clinic uses the informed consent 
procedure for patients and prospective patients. Each 
is told beforehand that certain types of disclosures will 
result in reporting. It would probably be possible to 
identify some children at risk by eliminating the prac- 
tice of informed consent. However, this would repre- 
sent £ significant departure from societal expectations 
and a redefinition of the physician-patient relationship. 
In the absence of a clear declaration of legislative in- 
tent to establish such a fundamental alteration in this 
relationship, the clinic feels that the informed consent 
procedure must be followed. 

Our findings suggest that children at risk were not 
being identified by the disclosures of adult patients 
regardless of whether mandatory reporting was in effect. 
In this sense, mandatory reporting failed to achieve its 
desired intent of identifying and helping abused children. 
The problem of identifying children could, perhaps, be 
resolved in some cases by eliminating mandatory report- 
ing and treating the matter of sexual abuse of children 
within a mental health, rather than a criminal justice, 
framework. This might allow some children to be iden- 
tified through adults’ disclosures and to be treated, since 
the adults’ fear of being reported to the criminal justice 
system would be obviated. Reporting could still be man- 
dated for adult patients in treatment who subsequently 
become uncooperative. 

One could argue that adults should be willing to 
accept punishment when they disclose child abuse. 
Moralizing rhetoric notwithstanding, our data suggest 
that this rarely occurs. Given the extreme penalties 
that adults who make such disclosures might have to 
face, it is probably unrealistic and perhaps even unrea- 
sonable to expect anything else. Ultimately, society 
may need to decide in some instances whether it is 
more important to emphasize a criminal justice ap- 
proach, giving priority to prosecuting offenders, or to 
emphasize a public health approach, giving priority to 
the identification and treatment of abused children. 

Some states now have statutes regarding dangerous 
patients in treatment (11). These statutes generally per- 


Am J Psychiatry 148:4, April 1991 


BERLIN, MALIN, AND DEAN 


mit notification of persons at risk and of the authori- 
ties as one possible action, but not the only one. Doc- 
umentation of a clinical plan that adequately addresses 
the well-being of others as well as the treatment of the 
patient can be an acceptable alternative. Although 
these statutes are less than ideal, they may represent a 
better model for dealing with the proklem of child 
sexual abuse than does mandatory reporting. 

Sexual abuse of children is an upsetting and emo- 
tional issue. The problem cannot be solved, however, 
by outrage, polarization, or less than adequate legisla- 
tion. It is not caused by children but by the adults who 
pose a risk to them. Many such adults are themselves 
former victims (DSM-III-R, p. 285, and 12). Adequate 
resolution and prevention of this problem require the 
provision of effective mental health services to both 
adults and youngsters. They also require a climate of 
opinion that does not create a conflict cf interest be- 
tween children and adult patients, that does not see 
their interests as mutually exclusive but, rather, as 
complementary, and that accepts the legitimacy of re- 
garding adults who disclose sexual abuse as patients. 
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An Empirical Study of Diagnostic Criteria for Delirium 


Benjamin Liptzin, M.D., Sue E. Levkoff, Sc.D., Paul D. Cleary, Ph.D., 
David M. Pilgrim, M.D., Catherine H. Reilly, M.S.N., 
Marilyn Albert, Ph.D., and Terrie T. Wetle, Ph.D. 


Objective: The objective of this study was to determine empirically how many patients are 
identified as delirious or nondelirious according to DSM-III, DSM-III-R, and ICD-10 criteria. 
. Method: Daily, a trained research assistant using a sricieed instrument to detect the 
presence of symptoms of delirium evaluated 325 elderly patients who were admitted to a 
general hospital for acute medical problems. Each patient’s symptoms were then compared 
with these diagnostic criteria sets to determine if the patient met criteria for delirium. Results: 
DSM-III criteria were the most inclusive: they identified 125 patients as delirious. DSM-III-R 
identified a somewhat different group of 106 patients as delirious. ICD-10 criteria identified 
only 30 patients as delirious. Conclusions: The development of new criteria for delirium 
(e.g., DSM-IV) will bave to balance the need to define a pure group of patients for research 
purposes with the need to include cases of clinical interest. Changes in criteria should be 
based on data such as those presented in this paper. 


(Am J Psychiatry 1991; 148:454457) 


D elirium as a diagnostic entity presents some spe- 
cial problems in current classification schemes. 
Although no specific criteria for delirium exist in 
ICD-9, DSM-III did include specific criteria. These cri- 
teria were based on extensive clinical experience, par- 
ticularly that of general hospital psychiatrists. Lipow- 
ski (1) described the core features of the syndrome as 
“disorders of cognition, attention, sleep-wake cycle, 
and. psychomotor behavior” but pointed out that 
“studies of the phenomenology of delirium in old age 
are almost nonexistent.” Despite the absence of phenom- 
enological studies of delirium, DSM-III-R contained a 
substantial revision of the criteria for delirium. A ma- 
jor difference was the addition of “disorganized think- 
ing, as indicated by rambling, irrelevant, or incoherent 
speech” as a necessary or required criterion for making 
the diagnosis. The clouding of consciousness that was 
required in DSM-III was redefined as a reduced level 
of consciousness and became one of six criteria of 
which at least two hac to be present. Disorientation 
and memory impairment were also no longer abso- 
lutely required, as they had been in DSM-III, but were 
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among these six criteria. These changes were all made 
after extensive discussion but without data from field 
testing or clinical research. ICD-10 is also being devel- 
oped by consensus; the clinical version has no specific 
criteria. In addition, research criteria have been pro- 
posed for ICD-10 that are more extensive than those 
in DSM-III-R. 

This paper will summarize the relevant literature, 
compare the DSM-III, DSM-III-R, and ICD-10 pro- 
posed research criteria by using data from a large study 
of delirium in hospitalized elderly patients, identifv 
problems with the criteria, and suggest considerations 
for revisions of the criteria. These data may help in- 
form the development of DSM-IV criteria (2). 


LITERATURE REVIEW 


Most of the published literature consists of reviews 
of the clinical syndrome of delirium (1, 3-10). Other 
papers (11-15) reported cases of “delirium” (not al- 
ways explicitly defined) due to various causes and re- 
ported different characteristics of patients with delir- 
ium. Some studies have examined the consequences of 
delirium, including mortality (16), length of hospital 
stay (17), or both (18). 

The papers cited clearly indicated that delirium is a 
frequent and serious clinical problem in hospitalized 
elderly patients and that it is often unrecognized. How- 
ever, none of these papers directly addressed the ques- 
tions of how valid and how reliable the diagnostic cri- 
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teria in DSM-III, DSM-III-R, or ICD-10 are. One 
study that attempted to test the DSM-III criteria for 
delirium in medical inpatients (19) reported that ‘‘de- 
lirium could be readily and reliably detected using the 
DSM-III criteria.” However, the authors did not de- 
scribe how they trained their observers to rate each 
symptom or whether the diagnosis was made on a 
more global impression. The authors also noted that 
DSM-III criteria do not include operational definitions 
of symptoms such as clouding of consciousness. Trze- 
pacz et al. (20) developed a rating scale for delirium 
based on clinical observations. To date, no subsequent 
studies have been published using their Delirium Rat- 
ing Scale. DSM-III-R attempted to address the issue of 
operationalizing the criteria by including specific ex- 
amples. For instance, the criterion of reduced level of 
consciousness is accompanied by the example, “diffi- 
culty keeping awake during examination.” However, 
other criteria, such as “increased or decreased psycho- 
motor activity,” do not include specific behaviors to be 
observed and rated. Johnson et al. (21) operationalized 
DSM-III criteria; a psychiatrist then applied these cri- 
teria to a group of 235 elderly patients admitted to a 
general hospital medical service. 


METHOD 


In the present study, elderly hospitalized patients 
were rated on the presence of symptoms in each do- 
main of DSM-III delirium (clouding of consciousness, 
disorientation and memory impairment, perceptual 
disturbance, incoherent speech, increase or decrease in 
psychomotor behavior, disturbance of sleep-wakeful- 
ness cycle, and fluctuating clinical features). Since the 
study involved daily assessments of a large number of 
patients over their entire hospital stay, it was imprac- 
tical to have a clinician conduct all the assessments. 
Therefore, an interdisciplinary group developed an in- 
strument (the Delirium Symptom Interview) that de- 
scribed the behaviors or responses associated with a 
particular symptom in explicit, operational terms so 
that a research assistant could perform the assess- 
ments. An extensive training manual was developed 
that provided very specific definitions and instructions 
for a nonclinician on how to interpret and rate partic- 
ular behaviors. This produced excellent interrater reli- 
ability between two research assistants. The instru- 
ment was also field-tested in 50 elderly hospitalized 
patients and found to have good agreement with the 
symptom ratings done by a trained neurologist 
(D.M.P.) and a trained psychiatrist (B.L.), both of 
whom were experienced and expert in the care of the 
elderly (22). 

Using data collected as part of our unpublished pro- 
spective study of delirium in hospitalized elderly pa- 
tients, we compared the number of patients diagnosed 
as delirious according to DSM-III, DSM-III-R, or pro- 
posed ICD-10 research criteria. Two groups of elderly 
patients who were admitted to Beth Israel Hospital for 
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medical or surgical care were studied, one from a de- 
fined community and the other from a long-term-care 
facility. Patients admitted to an intensive care unit 
were excluded. The data from this study are unique 
because data on symptoms were collected without re- 
quiring that patients meet DSM-III or DSM-IL-R cri- 
teria. This study also has the important advantage of 
not excluding patients with dementia. The Delirium 
Symptom Interview was used to rate symptoms of de- 
lirium so that diagnoses could be arrived at retrospec- 
tively by using any combination of sympzoms rated. 
To operationalize the criteria, some decisions had to 
made about terms that were vague. For example, the 
DSM-III requirement that “clinical features... de- 
velop over a short period of time (usually hours to 
days) and tend to fluctuate over the course of a day” 
was addressed by defining symptoms as new if they 
were not present when the patient was first seen or, if 
present, were symptoms that relatives or caretakers 
reported had not been present before the hospitaliza- 
tion. None of the criteria sets included specific instruc- 
tions for what time period should be considered for 
symptoms to coexist. The definition we used required 
that all symptoms be present within the same 24-hour 
period. Fluctuating behavior was rated but was not 
required for DSM-III or DSM-IUI-R definitions. Crite- 
rion E from DSM-III and DSM-III-R and criterion G 
from ICD-10 were addressed in general terms because 
in most cases a specific etiologic factor could not be 
identified (18). No patients in the presert study were 
diagnosed as having a functional disorder, and all were 
physically sick enough to be admitted to z general hos- 
pital; therefore, organic conditions could be presumed. 


RESULTS 


Table 1 compares the patients who met DSM-III 
criteria with the overlapping groups of patients who 
met DSM-III-R criteria and ICD-10 research criteria 
for delirium. 

Of the 325 patients seen, 125 (38%) met DSM-III 
criteria for delirium, 106 (33%) met DSM-III-R crite- 
ria, and 30 (9%) met ICD-10 research criteria for de- 
lirium. Of the 125 patients who met DSM-III criteria, 
26 did not meet DSM-III-R criteria. This difference 
was accounted for, in part, by seven patients who 
spoke very little and could not be rated on the DSM- 
HI-R criterion of disorganized thinking and by seven 
patients who had all the symptoms of DSM-III-R de- 
lirium at some point during their hospitalization but 
not all within the same 24-hour period. Seven of the 
104 patients who met DSM-III-R criteria did not meet 
DSM-III criteria. Four patients were not disoriented 
and four experienced the disturbance of consciousness 
for only 1 day and not within the same 24-hour period 
as the other required symptoms. One hundred two pa- 
tients who met either DSM-III or DSM-III-R criteria 
did not meet ICD-10 criteria: 37 of these patients had 
the required symptoms but not in the same 24-hour 
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TABLE 1. Characteristics af Hospitalized Elderly Medica! Patients Who Met DSM-IH, DSM-III-R, or ICD-10 Research Criteria for Delirium 


Age (years) 


Delirium Status Mean SD 
Met DSM- criteria (N=125) 86 6 
Met DSM-III-R criteria (N=106) 86 6 
Met ICD-10 criteria [N=3€) 87 7 
Total study group (N=325)* 81 8 


Mortality 

i 6 Months ' 
Length of Stay In-Hospital After 

(days) Mortality Discharge 
Mean SD ` N % N % 
19 27 7 6 29 23 
20 29 6 6 24 23 
20 31 2 7 7 23 
12 19 9 3 55 i7 


*The total study group includes all patients regardless of whether they met any criteria for delirium. 


period, 49 patients did not meet criterion B because 
they did not have three global disturbances of cogni- 
tion, an additional six patients were missing a new 
sleep disorder, eight were missing a psychomotor 
symptom, and two weze missing both a new sleep dis- 
order and a psychomotor symptom. 

The three overlapping groups of patients were vir- 
tually identical in mean age, mean length of stay, and 
mortality rates (see table 1). 


DISCUSSION 


Of the three criteria sets considered in this study, 
DSM-III criteria are the most inclusive and ICD-10 
proposed research criteria are the most restrictive. 
DSM-III-R and ICD-10 criteria exclude many patients 
whom most clinicians would diagnose as having delir- 
ium. Some of the difference in the detection rates for 
delirium could be reduced by requiring that all of the 
symptoms exist in the same 72-hour period rather than 
the same 24-hour period we required. Similarly, the 
seven patients in our study who met DSM-III but not 
DSM-III-R criteria because their sparse speech made it 
impossible to judge whether their thinking was disor- 
ganized could be included as having delirium by add- 
ing the phrase “if testable” after the criterion of disorga- 
nized thinking. Although whether disorganized thinking 
is necessary for making a diagnosis of delirium is a 
conceptual decision, the data here suggest that some of 
the patients in our stucy would be clinically diagnosed 
as delirious without this symptom. In addition, the 
majority of the patients who met DSM-III or DSM- 
III-R criteria did not have enough symptoms to meet 
the proposed ICD-10 research criteria. These criteria 
are so detailed that they are overly restrictive. They are 
highly specific but not very sensitive—that is, they lead 
to few false positives but many false negatives. 

Other issues emerged in the development of our rat- 
ing instrument. Some of the criteria are inherently 
problematic to rate. For example, insomnia is very dif- 
ficult to judge in a general hospital population because 
patients are often awake because they are in pain or 
having trouble breathing or because nursing interven- 
tions disrupt their sleep. Conversely, they might be 
given a hypnotic drug to help them sleep through the 
night. Hypnotic drugs, trouble breathing, and dis- 
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rupted sleep may cause delirium but do not necessarily 
indicate the presence of delirium. Similarly, psychomo- 
tor activity may be decreased because patients are 
physically ill and confined to bed rather than because 
they are delirious. Rating speech as rambling, irrele- 
vant, or incoherent may be impossible in a patient who 
is ill or hearing impaired and who does not produce 
much speech. It is difficult to know how to use or raze 
the requirement that “‘clinical features develop over a 
short period of time (usually hours to days) and tend to 
fluctuate over the course of a day.” What if some fea- 
tures fluctuate but others are preexisting or are more 
consistently present even over long periods? In rating 
disorientation or memory impairment there are no spe- 
cific directions in any of the criteria sets as to whether 
to count these symptoms as positive if they are caused 
by an underlying dementia. If they are counted as pos- 
itive, the rate of delirium would clearly be higher in 
demented patients because they already met some of 
the criteria. This raises the whole issue of the overlap 
of symptoms of dementia with those of delirium. 

Another problem with the three sets of criteria is 
the requirement for a specific etiological factor. In 
many or most cases, it is impossible to implicate ary 
individual factor when a patient has multiple physi- 
cal impairments’ and is receiving multiple medications 
(18). Furthermore, some patients with functional dis- 
orders such as mania are delirious, and it is important 
to document the’ presence of delirium in addition to the 
manic symptoms. l 

Based on these findings, several options are available 
for future criteria (DSM-IV, for instance}. One would 
be to keep the present DSM-III-R criteria for clinicians 
and investigators who are just now becoming familiar 
with them. This strategy would preserve the specific 
examples that begin to operationalize the criteria. Tke 
disadvantage in this approach is that the DSM-III-R 
criteria clearly miss a substantial number of patien-s 
whom most clinicians would classify as having delir- 
ium. A return to the DSM-III criteria, with the addi- 
tion of some examples to help operationalize the cri- 
teria, would not be too disruptive because most 
clinicians are already familiar with them. The minor 
criteria, such as sleep disturbance and psychomotor 
retardation, could be considered associated features 
rather than necessary for the diagnosis of delirium be- 
cause they are heavily confounded in a hospital setting 
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for reasons given in this paper. The requirement for a 
specific etiological factor or the absence of another 
psychiatric disorder could be dropped for the reasons 
already given. 

Any new criteria developed should be incorporated 
in both DSM-IV and ICD-10 (23). Explicit criteria 
could be eliminated, as they are in the draft clinical 
criteria of ICD-10 (not the research criteria), since this 
would recognize the paucity of available data and 
would provide the most opportunity for ongoing phe- 
nomenological research into the syndrome of delirium. 
However, this approach would provide no guidance to 
clinicians or investigators in defining the syndrome of 
delirium and would be a step backward from the over- 
all thrust of DSM toward use of explicit diagnostic 
criteria. By not clearly describing the syndrome, it 
could perpetuate the underdiagnosis of delirium by 
physicians and nurses who might have too restrictive a 
definition or one that focuses on a particular subtype, 
namely, the hyperactive, agitated, or hallucinating de- 
lirious patient. Continued research is clearly needed to 
better define the syndrome of delirium. 
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Diagnosing Dissociative Disorders in The Netherlands: 
A Pilot Study With the Structured Clinical Interview 
for DSM-III-R Dissociative Disorders 


Suzette Boon, M.A., and Nel Draijer; Ph.D. 


Objective: To improve the ability to diagnose dissociative disorders in The Netherlands, 
the authors conducted a study using a Dutch version of the Structured Clinical Interview for 
DSM-III-R Dissociative Disorders (SCID-D) with additional questions on childhood trauma 
and symptoms of borderline and histrionic personality disorders. Method: All interviews 
were audiotaped or videotaped and rated by two investigators separately. Forty-four patients 
(42 women and two men) participated in the study. Most of the patients had been referred 
for evaluation of dissociative symptoms; five bad participated in a nationwide survey on 
incest. None of the patients had ever received a diagnosis of a dissociative disorder, and none 
had evidence of organic brain syndrome or mental retardation. All patients were in active 
treatment: 23 were being treated in an outpatient psychiatric service, 13 in an inpatient 
psychiatric service, and eight in private practice. Thirty-two patients had been psychiatric 
inpatients at least once. Results: Four diagnostic groups of patients were identified: two with 
dissociative disorders (12 patients with multiple personality disorder and 11 with dissociative 
disorder not otherwise specified), one with DSM-III-R personality disorders (11 patients), 
and one without dissociative or personality disorders (10 patiezits). Conclusions: Dissocia- 
tive disorders are clearly not only an American phenomenon. The diagnosis can be made 
outside of the United States if the symptoms are sought. The SCID-D proved to be a 


promising instrument. 
; (Am J Psychiatry 1991; 148:458—462) 


D espite the original contributions of French psy- 
chiatry in the nineteenth century (1), dissociative 
disorders have been neglected in European psychiatry. 
Major developments in diagnosis and treatment of dis- 
sociative disorders in the last decade stem from North 
America, where in 1980 APA classified the dissociative 
disorders as a new diagnostic category. In DSM-III-R 
the dissociative disorders are listed as multiple person- 
alizy disorder, psychogenic fugue, psychogenic amne- 
sia, depersonalization disorder, and dissociative disor- 
der not otherwise specified. Multiple personality disorder 
has been the most thoroughly investigated of these dis- 
orders in the past 10 years. There have been few recent 
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clinical studies on the other DSM-III-R dissociative 
disorders, however (2). 

Dissociative symptoms are not confined to dissocia- 
tive disorders. These symptoms have been documented 
in general and specific disorders among psychiatric 
patients, particularly in patients with posttraumatic 
stress disorder (PTSD) (3), eating disorders (4), bor- 
derline personality disorder (5), and hysterical psycho- 
sis (6). 

Outside the United States there is much skepticism 
and ambivalence about dissociative disorders as a dis- 
tinct diagnostic category and especially about the va- 
lidity of the diagnosis of multiple personality disorder. 
Articles in the British Journal of Psychiatry reflect this 
attitude, suggesting that multiple personality disorder 
is a culture-bound phenomenon specific to North Amer- 
ica (7—9). 

In The Netherlands, interest in the field of dissocia- 
tive disorders is growing; cases of multiple personality 
disorder and other dissociative disorders are reported 
more often, and the relationship between multiple per- 
sonality disorder and childhood trauma is recognized 
(10, 11). More solid research is needed, however, to 
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develop a cross-culturally valid and reliable procedure 
to assess dissociative symptoms and disorders. 


DIAGNOSTIC INSTRUMENTS 


Recently, two structured interviews for dissociative 
disorders—the Dissociative Disorders Interview Sched- 
ule (12) and the Structured Clinical Interview for 
DSM-III-R Dissociative Disorders (SCID-D) (13)— 
have been developed. Before beginning this study we 
compared these instruments. 

The Dissociative Disorders Interview Schedule is a 
highly structured interview for DSM-III-R dissociative 
disorders, somatization disorder, major depressive ep- 
isode, and borderline personality disorder. Although 
the Dissociative Disorders Interview Schedule has been 
used in several studies to compare features of patients 
with multiple personality disorder with those of other 
diagnostic groups, only limited data on reliability 
(based on 10 patients with multiple personality disor- 
der) and validity have been published (12). 

The SCID-D is a semistructured diagnostic interview 
for the assessment of DSM-III-R dissociative disorders. 
Five dissociative symptom areas—amnesia, deperson- 
alization, derealization, identity confusion, and iden- 
tity alteration—are evaluated in order to reach DSM- 
III-R dissociative disorder diagnoses. In a preliminary 
study (13), reliability rates were almost uniformly in 
the good (0.60) to excellent (0.95) range, and the 
SCID-D discriminated significantly in all assessments 
among patients with dissociative disorders, patients 
with nondissociative disorders, and normal control 
subjects. The SCID-D is able to assess separately the 
severity of dissociative symptoms, which is extremely 
useful and makes it a good instrument for research on 
dissociative symptoms among different clinical popu- 
lations. For these reasons we chose to introduce the 
SCID-D in The Netherlands. 


METHOD 


The SCID-D was translated from English into 
Dutch; this translation was checked by bilingual clini- 
cians. Initial interviews were conducted to become ac- 
quainted with the instrument and to check the flow of 
the interview. We consulted with M. Steinberg, who 
developed the instrument, and were given 2 days of 
training. 

In addition to the SCID-D we developed a structured 
interview on childhood and adult sexual and physical 
traumata and related symptoms (self-mutilation, sui- 
cidality, eating disorders, and PTSD, among others), as 
well as symptoms of borderline personality disorder 
and histrionic personality disorder. This part of the 
interview was administered after the SCID-D. 

All interviews were audiotaped or videotaped and 
rated by the two of us separately. Informed consent, 
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including consent to video- and audiotaping, was ob- 
tained from all patients. 

Forty-four patients (42 women and two men) par- 
ticipated in this study. Most of the patients had been 
referred for evaluation of dissociative symptoms; five 
had participated in a nationwide survey on incest (14). 
None of the patients had ever received a diagnosis of a 
dissociative disorder, and none had any evidence of 
organic brain syndrome or mental retardation. 

All of the patients were in active treatment: 23 were 
being treated in an outpatient psychiatric service, 13 in 
an inpatient psychiatric service, and eight in private 
practice. Thirty-two patients had been psychiatric in- 
patients at least once. 

The mean age of the patients was 32.6 years (range= 
18—53). Only 11 patients were currently employed; the 
rest were receiving disability payments. 


RESULTS 


Interrater reliability for abserce or presence of 
DSM-III-R dissociative disorder and type of dissocia- 
tive disorder was assessed. Of the 44 patients, the di- 
agnosis of dissociative disorder was assigned indepen- 
dently to 22 patients by one of us and to 23 by the 
other (there was agreement on the absence or presence 
of a dissociative disorder in 43 [97.7%] af the 44 cases). 

Twelve of the 23 patients with dissociative disorders 
met the criteria for multiple personality disorder (there 
was 100% agreement on this diagnosis). The diagnosis 
of dissociative disorder not otherwise specified was 
given to 10 of the 23 patients by one of us and to 11 
patients by the other. After discussion the one patient 
on whom we disagreed was given the diagnosis of dis- 
sociative disorder not otherwise specified because of 
the severity of the patient’s dissociative symptoms. 

No patients with diagnoses of psychogenic amnesia, 
psychogenic fugue, or depersonalization disorder were 
identified. All patients with psychogenic amnesia or 
fugue met criteria for multiple personality disorder or 
dissociative disorder not otherwise specified. 

The patients without dissociative disorders were 
subdivided into two groups: one group (11 patients) 
met criteria for personality disorders and the other 
group (10 patients) did not (table 1). 

Of the 23 patients with dissociative disorders, nine 
(39%) also met DSM-III-R criteria for personality dis- 
orders: eight patients met criteria for borderline per- 
sonality disorder and one patient met criteria for his- 
trionic personality disorder. In the further analysis of 
dissociative symptoms, four groups were compared: 
two with dissociative disorders (12 patients with mul- 
tiple personality disorder and 11 with dissociative dis- 
order not otherwise specified), cne with DSM-III-R 
personality disorders (11 patients), and one without 
dissociative or personality disorders (10 patients). 

The groups did not differ in age or level of educa- 
tion. Patients without dissociative disorder or person- 
ality disorder differed strikingly from the other pa- 
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TABLE 1. Scores for Symptoms on the SCID-D* for Four Diagnostic Groups of Patients Referred for Dissociative Symptoms 


No Dissociative Disorder 


Dissociative Disorder 


Dissociative 
No Disorder Not Multiple 
Personality Personality Otherwise Personality 

Disorder Disorder Specified Disorder 

{N=10) (N=11) (N=11) (N=12)} 
Symptom Mean SD Mean SD Mean SD Mean SD 
Amnesia 1.3 0.48 2.10 0,32 3.45 0.82 4.00 0.00 
Derersonalization 2.0 1.05 3.36 0.50 3.55 0.69 3.75 0.45 
Derzalization 1.3 0.48 1.73 0.65 1.64 0.81 2.50 1.17 
Identity confusion 1.6 0.84 2.27 1.01 3.27 1.01 3.92 0.29 
Identity alteration 1.0 0.00 1.45 0.82 3.00 1.18 4.00 0.00 
Total SCID-D score 7.2 1.69 10.73 0.90 14.91 2.26 18.17 1.53 


*1=absent, 2=mild, 3=moderate, 4=severe; range of the total SCID-D score=5—20. 


tients, however, in employment status: most of them 
were currently employed. Only one of the patients 
without dissociative disorder or personality disorder 
had a history of psychiatric disorder; the rest of this 
grcup were in treatment for neurotic problems mainly. 
In the three other groups only one patient was cur- 
rently employed. All of the patients in these three 
grcups had long psychiatric histories. 

Analysis of variance (ANOVA, two-tailed) was used 
to test the significance of differences in severity of the 
dissociative symptoms among the four groups (table 
1). Each of the five SCID-D symptoms (amnesia, 
depersonalization, derealization, identity confusion, 
and identity alteration) is scored on a 4-point scale 
(1=absent, 2=mild, 3=moderate, and 4=severe). The 
main criteria are frequency and persistence of the 
symptoms. The total SCID-D score ranges between 5 
and 20. 

The overall ANOVA results showed a significant 
difference among the groups (table 1). The differences 
between the total scores of the patients with personal- 
ity disorders and those with dissociative disorders were 
also statistically significant (table 1). The groups dif- 
fered significantly in amnesia scores. Patients with 
multiple personality disorder showed persistent epi- 
sodes of amnesia, memory gaps lasting from hours to 
days, specific blocks of time that could not be ac- 
counted for, or fugue states—tinding oneself in unfa- 
miliar surroundings. The patients in the group with 
unspecified dissociative disorder mentioned recurrent 
to persistent memory dysfunctions comparable to 
thase of the patients with multiple personality disor- 
der. The patients with personality disorders showed 
amnesia in a mild form—occasional memory difficul- 
ties closely linked with the experience of depersonal- 
ization. No fugue states or specific blocks of time miss- 
ing were mentioned. Patients without personality or 
dissociative disorders mentioned occasional forgetful- 
ness associated with a specific stressful event. Amnesia 
turned out to be the most discriminating factor among 
the four groups. 

Although the four groups differed significantly in 
derersonalization, closer inspection shows that this 
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symptom did not differentiate the patients with per- 
sonality disorders from those with dissociative disor- 
ders. The patients’ descriptions of experiences of 
depersonalization differed, however. In the group of 
patients with dissociative disorders, questions about 
depersonalization typically triggered answers about 
identity alteration. These patients often described feel- 
ings of estrangement as if someone else inside were in 
charge of their behavior. They observed themselves 
from a point outside of their body while performing 
tasks or doing things they thought they could not do. 
They heard their own voices talking as if they belonged 
to someone else. The patients with personality disor- 
ders, by contrast, gave less specific descriptions: feel- 
ings of being in a haze, not being in touch with their 
bodies, or feeling like a robot. 

Only slight differences were found among the groups 
in the severity of derealization. The patients with mul- 
tiple personality disorder mentioned few recurrent ep- 
isodes in which a change in perception of the environ- 
ment took place or they occasionally did not recognize 
friends or family. For these patients, experiences o 
derealization were often associated with flashbacks or 
age-regressed states during which they relived trau- 
matic experiences. Derealization was infrequently pres- 
ent in the other groups. There was no significant dif- 
ference between the patients with personality disorders 
and those with dissociative disorders in derealization. 

As could be expected, identity confusion was presen: 
in the patients with personality disorders and those 
with dissociative disorders. However, it was clearly 
more severe among the patients with dissociative dis- 


‘orders (table 1). Patients with multiple personality dis- 


order mentioned persistent internal struggles or uncer- 
tainty as to who they were. These struggles were often 
described as ongoing dialogues inside their heads— 
different voices arguing with each other. Among the 
patients with dissociative disorders, identity confusion 
was typically linked to behaviors during amnestic ep- 
isodes. Identity confusion in the patients with person- 
ality disorder was described as a recurrent struggle be- 
tween a constructive and a destructive part of the self: 
“good versus bad” or “devil versus angel.” These pa- 
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TABLE 1. (continued) 


Personality 
Personality Disorder 
Disorder Versus 
Difference Versus Multiple 
Among All Dissociative Personality 
Groups Disorder Disorder 
(df=3, 40) (df=1, 32) (df=1, 21) 

F p< t p< t p< 
66.01 0.0001 7.89 0.0001 20.92 0.0001 
13.41 0.0001 1.42 n.s. 1.94 n.s. 

4.18 0.05 1.01 n.s. 1.94 n.s. 
16.79 0.0001 4.24 0.0001 5.42 0.0001 
41.21 0.0001 6.20 0.0001 10.77 0.0001 
91.05 0.0001 7.52 0.0001 14.04 0.0001 


tients did not hear dialogues between these elements in 
their heads. The patients without personality or disso- 
ciative disorders had a very low mean score on identity 
confusion. 

Identity alteration turned out to be highly discrimi- 
native among these four diagnostic groups. The pa- 
tients with multiple personality disorder had histories 
of identity alteration that was completely out of their 
control. They were referred to by different names, 
showed consistent behavior and social relations con- 
nected to those names in different situations, and had 
different abilities or talents. In all cases the patient was 
at least partly amnestic for behaviors of different parts 
of the self. The patients with unspecified dissociative 
disorder mentioned subtle cues of alterations in iden- 
tity without enough proof of the existence of alter- 
personalities. Identity alteration was almost absent 
from the patients with personality disorders. Loss of 
control over one’s behavior in this group was either 
split-off aggressive behavior among the patients with 
borderline personality disorder or being carried away 
by role-playing among the patients with histrionic per- 
sonality disorder (the roles were experienced as ego 
syntcnic). If a good and a bad part of the self were 
mentioned, these parts did not have different names or 
histories. Nor was amnesia connected with the good- 
versus-bad split, although responsibility for aggressive 
outbursts could be denied. Identity alteration was ab- 
sent from the patients without personality or dissocia- 
tive disorders. 

Histories of severe physical abuse and sexual abuse 
were reported by nine of the 12 patients with multiple 
personality disorder; the other three patients were to- 
tally amnestic for their childhood. Four of the 11 pa- 
tients with unspecified dissociative disorders. men- 
tioned complete amnesia for childhood; the other 
seven patients had been sexually and physically 
abused, five severely. 

Amnesia for childhood was not mentioned by the 
patients with personality disorders. Four of these 11 
patients had experienced severe sexual abuse, and 
eight had been severely physically abused. 

None of the patients without personality or disso- 
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ciative disorders reported severe sexué: or physical 
abuse. 

The main differences in childhood sexual and phys- 
ical abuse between the patients with dissociative dis- 
orders and those with personality disorders were in the 
prevalence and severity of sexual abuse and in the pres- 
ence of massive childhood amnesia in the patients with 
dissociative disorders. 

Self-mutilation was found in six of the 11 patients 
with personality disorders, in seven of 11 patients with 
unspecified dissociative disorder, and in 10 of 12 pa- 
tients with multiple personality disorder. Self-destruc- 
tive behavior was associated with amnesia in the group 
of patients with dissociative disorders. No differences 
were found in suicidality between the patients with 
personality disorders and those witk unspecified disso- 
ciative disorder and multiple personality disorder: nine 
of the 11 patients with personality disorders, seven of 
the 11 patients with unspecified dissociative disorder, 
and 11 of the 12 patients with multiple personality 
disorder reported recurrent suicide attempts. 


DISCUSSION 


In this study the SCID-D was used to identify cases 
of dissociative disorders that had never been diagnosed 
as such. All of the patients had dissociative symptoms 
to some extent. 

Dissociative disorders share many features in com- 
mon with other psychiatric disorders. One question 
concerns the differential diagnosis Df dissociative dis- 
orders from related emotional disarders such as Dor- 
derline or histrionic personality disorder. 

The results of this study show that the SCID-D is a 
reliable diagnostic instrument to evaluate dissaciative 
symptoms and make the diagnosis of a dissaciative 
disorder. We found that patients with dissociative dis- 
orders differed significantly in severity of disscciative 
symptoms from patients without dissociative disor- 
ders. This confirms the results of the preliminary re- 
port on the SCID-D by Steinberg er al. (13). Like Stein- 
berg et al., we found differences in severity and in 
clustering of dissociative symptoms. 

It was also possible to discriminaze between patients 
with dissociative disorders and pati2nts with personal- 
ity disorders, even though these two groups had many 
overlapping characteristics and some of the patients 
with dissociative disorders met criteria for personality 
disorders as well. 

We identified no cases of psychogenic amnesia, psy- 
chogenic fugue, or depersonalizaticn disorder. Fugues 
and amnestic episodes were part of anather dissocia- 
tive disorder (either unspecified dissociative disorder 
or multiple personality disorder), Although all of the 
patients with personality disorders met criteria for 
depersonalization disorder, this diagnosis was not 
given because depersonalization wes primarily seen as 
a symptom of a personality disorder (DSM-III-R, p. 
276). 
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Braun (15) suggested that criteria for the diagnosis 
of multiple personality disorder should be observed on 
more than one occasion to establish consistency over 
time before the formal diagnosis of multiple personal- 
ity disorder is made. Since the multiple personality dis- 
order of all of our patients with this diagnosis had 
never been detected, we gathered follow-up data on 
these patients. At 1-yezr follow-up, all diagnoses were 
independently confirmed and dissociative symptoms 
and alter-personalities were still present. 

Of interest is the comparison between patients with 
multiple personality disorder and those with personal- 
ity disorders. Overlap of symptoms between these 
groups was expected both on theoretical as well as 
empirical grounds. These patients did not differ in se- 
verity of psychiatric history, almost all of the patients 
in both groups were receiving welfare, almost all had 
had at least one previous psychiatric hospitalization, 
and almost all reported recurrent suicide attempts and 
self-mutilative behavio-. However, patients with mul- 
tiple personality disorder were often amnestic for their 
self-destructive behavior and patients with borderline 
personality disorder were not. Two dissociative symp- 
toms—depersonalization and derealization—did not 
discriminate between patients with multiple personal- 
ity disorder and those with borderline personality dis- 
order. Amnesia, identity confusion, and identity alter- 
ation did discriminate between these two groups. 
Moreover, all of the patients with multiple personality 
disorder reported auditory hallucinations, but none of 
the patients with borderline personality disorder did. 

Both groups reported sexual or physical trauma in 
childhood, but sexual abuse was more prevalent and 
more severe in the patients with multiple personality 
disorder. Our group of patients was too small to allow 
conclusions at this point. It is also select in that all of 
the patients were referred to us for evaluation of dis- 
sociative symptoms. Tke relation between dissociative 
disorders and trauma has been extensively docu- 
mented (16, 17). There is some empirical evidence of a 
relation between borderline personality and trauma. 
The severity of dissociative symptoms in patients with 
borderline personality disorder has been found to be 
related to the severity of a trauma history in childhood 
(18). This relationship may partly explain the presence 
of severe depersonalization in almost all of the patients 
with personality disorders in our study group. 

Our findings confirm results of other studies about 
the differential diagnosis of multiple personality disor- 
der from borderline personality disorder: although 
there are many overlapping symptoms, the two disor- 
ders can be distinguished (19, 20). 

Although this study has the limitation of small 
group sizes, we can conclude that dissociative disor- 
ders—particularly multiple personality disorder—are 
not culture-bound North American phenomena but 
are still neglected in European psychiatry and can go 
unrecognized. The diagnosis can be made if the disso- 
ciazive symptoms are carefully assessed. All of the pa- 
tients in our study who met criteria for dissociative 
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disorders told us that they had never been asked ques- 
tions about dissociative symptoms, even though most 
of them had long psychiatric histories. European clin:- 
cians must become more acquainted with dissociative 
symptoms so that patients with dissociative disorders 
will receive proper treatment for their problems rather 
than spending years in the mental health system with- 
out such treatment. 

The SCID-D proved to be a good instrument for the 
assessment of dissociative symptoms and disorders. A 
controlled study using the SCID-D with a larger group 
of patients is currently underway. 
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DSM-IV: A Nosology Sold Before Its Time? 


Mark Zimmerman, M.D., V. Chowdary Jampala, M.B., B.S., 
Frederick S. Sierles, M.D., and Michael Alan Taylor, M.D. 


Objective: The purpose of this study was to determine whether American psychiatrists 
believe that DSM-IV is being published too soon after DSM-III-R. Method: The authors 
conducted a mail survey of the attitudes of practicing psychiatrists (N=454), residency 
program directors (N=128), residents (N=1,331), and researchers (N=196) toward the 
scheduled publication of DSM-IV in the early 1990s. Results: They found that the majcrity 
of all four groups believed that DSM-IV is being published prematurely. In contrast to 
respondents who believed that the timing of DSM-IV is appropriate, those who indicated 
that it is being published too soon had more recently completed their residency training and 
also believed that DSM-III-R was published prematurely. There was no association betwen 
the psychiatrists’ responses and their theoretical orientation, Board certification status, own- 
ership of the DSM manuals, the length of time they had used DSM-III, and the diagnostic 
manual (DSM-III or DSM-III-R) they were currently using. Conclusions: The belief that 
DSM-IV is being published too soon could contribute to underuse of DSM-IV by substantial 
numbers of psychiatrists. Thus, to foster compliance with it, APA must persevere in its efforts 
to demonstrate that the advantages of publishing it in 1993 outweigh the disadvantages of 


adopting yet another manual. 
(Am J Psychiatry 1991; 148:463-467) 


SM-IV is scheduled for publication in 1993 (1), 6 
years after the publication of DSM-III-R (which 
was published 7 years after DSM-III) (2). Zimmerman 
(3) argued that adherence to the projected timetable 
will result in DSM-IV being published too soon, and 
he described multiple problems that might result from 
this rapid publication schedule. Frances et al. (1) noted 
that one factor to be considered in the decision to re- 
vise diagnostic criteria for DSM-IV will be the opin- 
ions of clinicians surveyed regarding the proposed 
changes. We took this idea one step further and con- 
ducted a nationwide survey of American psychiatrists 
regarding their attitudes toward the various DSM ver- 
sions and the issue of whether DSM-IV is being pub- 
lished too soon. 
In the present report we focus on the proposed pub- 
lication of DSM-IV in particular and the publication of 
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new editions of DSM in general. We present the results 
of an opinion poll about the projected DSM-IV pub- 
lication date and examine the association between sur- 
vey results and respondents’ background characteris- 
tics such as theoretical orientation, type of professional 
activity, and years of experience. In addition, we ex- 
amine whether opinion about the publication of DSM- 
III-R is associated with attitudes teward DSM-IV. Fi- 
nally, psychiatrists who indicatec that DSM-IV is 
being published too soon were asked when it should be 
published, and all subjects were asked to recommend a 
general guideline for the number of years that should 
separate DSM editions. 


METHOD 


We surveyed four nonoverlapping groups: a random 
sample of 1,000 practicing psychiatrists from the 
American Medical Association database (practitioners’ 
sample), the directors of all approved psychiatry resi- 
dency training programs in the United States (N=198), 
residents in their third or fourth year of training at 
these programs (N=2,470), and first authors of all ar- 
ticles published in the Archives of Genzral Psychiatry 
and the American Journal of Psychiatry in 1987 and 
1988 who were physicians and tc whom reprint re- 
quests were directed at a U.S. adcress (N=337). We 


463 


PUBLICATION OF DSM-IV 


TABLE 1. Characteristics of Practicing Psychiatrists, Researchers, and Residents Who Responded to a Questionnaire About DSM-IV 


Practicing Psychia- 
trists (N=454)* 





Item N % 
Sex 
Male 374 82.6 
Female . 79 17.4 
Geographic region 
South 81 18.2 
West 116 26.1 
North central 97 21.8 
Northeast 151 33.9 
Country of medical school education 
United States 347 76.9 
Other 104 23.1 
Philosophical emphasis of practice 
Fsychodynamic 127 28.2 
Eiologic 150 33.3 
Eclectic 155 34.4 
Other 18 4.0 
Primary professional activities? 
Administration 58 12.8 
Teaching 72 15.9 
Private practice 290 64.2 
Research 33 7.3 
Salaried clinical practice 164 36.3 


Ressaéchers Residents 
(N=196)” (N=1,331)° 
N % N % 
171 87.2 791 59.5 
25 12.8 536 40.4 
15 7.9 298 22.7 
30 15.8 254 19.3 
35 18.4 307 23.4 
110 57.9 454 34.5 
173 88.3 1,069 80.7 
23 11.7 256 19.3 
22 11.3 
97 49.7 
65 33.3 
11 5.6 
68 35.1 
87 44.8 
39 20.1 
128 66.0 
33 17.0 











Data missing for sex (N=1), geographic region (N=9), country of medical school education (N=3), philosophical emphasis of practice 


(N=4), and primary professional activities (N=2). 


Data missing for geographic region (N=6), philosophical emphasis of practice (N=1), and primary professional activities (N=2). 
“Data missing for sex (N=4), geographic region (N=18), and country of medical school education (N=6). 
Percentages total more than 100 because some respondents indicated more than one activity. 


included the last group because we were interested in 
comparing the responses of researchers and nonre- 
searchers, and a previous random survey of practicing 
psychiatrists (4) found that less than 10% identified 
research as one of their primary professional activities. 
Respondents were not included in more than one 
group, and, when necessary, they were hierarchically 
assigned to the residency director, researcher, and ran- 
dom sample groups. 

A questionnaire was mailed to the subjects (or dis- 
tributed to the residents by the program director) and 
was accompanied by a preaddressed, prepaid return 
envelope and a letter that explained the study’s pur- 
pose and assured anonymity. 

The four-page, 34-item questionnaires completed by 
the researchers, residents, and random sample of prac- 
ticing psychiatrists were essentially identical. The first 
nine questions assessed background information such 
as the respondent’s age, sex, theoretical orientation, 
type of professional activity, and year of residency 
completion. The remzining questions covered the 
training in, use of, and opinions about DSM-III, DSM- 
III-R, and DSM-IV. Residency directors completed a 
23-item, three-page questionnaire that did not contain 
the personal background questions and that worded 
the questions regarding the training in and use of 
DSM-III and DSM-III-R to apply to the residency pro- 
gram rather than personal use. 

There were two mailings to the researchers, resi- 
dents, and random sample of practicing psychiatrists 
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in March and May 1989. Because the response rate of 
the residency directors was above 60% from one mail- 
ing (June 1989), 'a second mailing was not sent. 

The question about the timing of DSM-IV’s publi- 
cation was worded as follows: “DSM-IV is scheduled 
for publication in 1992. Do you believe that the pro- 
posed five-year interval between the publication of 
DSM-III-R and DSM-IV is: just right, too long, or too 
short?” At the time the questionnaire was developed, 
published reports indicated that DSM-IV was sched- 
uled for release in 1992, although at the time of this 
writing the scheduled publication date has been 
pushed back to 1993 (1). The respondents were also 
asked to recommend the year in which DSM-IV should 
be published and:to recommend a general guideline for 
the number of years separating DSM editions. For 
those subjects who denoted a range of years we used 
the midpoint value (rounded off to the nearest even- 
numbered integer if the midpoint was a fraction). 

Categorical variables were compared by chi-square 
analysis without Yates’ correction or Fisher’s exact test 
if the expected value in any cell of a 2x2 table was less 
than 5. We used t tests or one-way analyses of variance 
in comparing continuous variables. 


RESULTS 


Of the 1,000 questionnaires mailed to the random 
sample of practicing American psychiatrists, 48 could 
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TABLE 2. Opinions of Psychiatrists About the Proposed 5-Year Interval Between Publication of DSM-III-R and DSM-IV 





A: C: 
Practicing B: Residency 
Psychiatrists Researchers Directors 

(N=454) (N=196) (N=128) 
Opinion N % N % N % 
Just right 155 38.6 54 297 50 403 
Too long 15 3.7 6 3.3 2 1.6 
Too short 232 57.7 122 67.0 72 58.1 
Data missing 52 — 14 — 4 — 
*p<0.05. 
bp<0.001. 


not be delivered. The response rate of the 952 subjects 
who received the questionnaire was 47.7% (N=454). 
The response rate for the 337 researchers was 58.2% 
(N=196), and it was 64.6% (N=128) for the 198 res- 
idency directors. By survey research standards, these 
are high response rates for a three—four-page question- 
naire from a nonauthoritative source (5). 

The practicing psychiatrists were representative of 
domestic APA membership in terms of country of un- 
dergraduate medical education and age, but the group 
was not representative in that it contained proportion- 
ately more men and more who practiced in the western 
United States (D. Schumaier, APA Office of Member- 
ship, personal communication). Demographic and 
background characteristics of the random sample, re- 
searchers, and residents are detailed in table 1. The 
mean+SD ages for the three groups were 50.1+11.7, 
43.7+8.7, and 33.2+5.3 years, respectively. The ran- 
dom sample of practitioners had 17.1411.0 years of 
experience and the researchers, 13.3+9.0 years. Al- 
though we intended that the survey be distributed only 
to residents in their third or fourth postgraduate year 
(PGY-3 or PGY-4), we received responses from 13 res- 
idents in PGY-1, 94 in PGY-2, and 14 in PGY-5 and 
from 14 fellows. For the residents in PGY-3 and 
PGY-4 the response rate was 48.4% (N=1,196). 
There was no difference among the five resident groups 
in attitude about the DSM-IV publication date (x*= 
2.65, df=4, n.s.); therefore, we combined the resident 
groups for analysis. 

The majority of all four groups believed that 
DSM-IV is being published prematurely, and this opin- 
ion was strongest among the researchers (table 2). The 
1,065 respondents who endorsed this view were asked 
in what year DSM-IV should be published. Fifty-one 
subjects did not respond to this question, 16 wrote that 
it should never be published, 34 indicated that publi- 
cation should occur when the data warrant it, and 21 
noted that it should be published whenever needed. 
The median recommended year of publication was 
similar in the four groups, ranging from 1995 to 1997. 

All respondents were asked to recommend a general 
guideline for the interval between DSM editions. Sev- 
enty-nine subjects did not answer this question. Eight 
subjects said never, 24 indicated that publication 
should occur when the data warrant it, 15 recom- 
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D: 
Residents 
ANSI 84), x? Significant Two- 
N % (df=3) p Group Differences 
553 44.7 17.05 0.001 D>A?, D>B>, A>B* 
46 37 1.53 n.s. 
639 S16 17.960.002  B>Ař, B>D>, A>D? 


3 — = = 


mended that editions be published as needed, 14 did 
not know, and 15 wrote other suggestions. The -ne- 
dian interval recommended was § years by the resi- 
dents and 10 years by the three other groups. Cne- 
sixth of the nonresident subjects recommended that 
DSM editions be separated by more than 10 years, and 
one-half recommended an 8—10-year interval. 

We examined correlates of respondents’ opinions 
about a S-year interval between DSM-III-R and 
DSM-IV (table 3). Within each group no association 
was found between the opinion about the interval and 
the respondents’ Board certification status, ownership 
of DSM-III or DSM-III-R, length of time the physician 
had used DSM-III, and whether the physician was cur- 
rently using DSM-III or DSM-III-R as his or her pri- 
mary diagnostic reference. Compared to individuals 
who believed that the 5-year interval was just r-ght, 
those who believed that the interval was too short had 
more years of professional experience. Among practic- 
ing psychiatrists, those who felt the interval was just 
right had 14.9+10.2 years of experience, and those 
who felt the interval was too short had 17.5+11.0 
years of experience (t=2.34, df=380, p<0.05). 
Among the researchers, the figures were 11.9+6.8 and 
13.5+9.8 years, respectively (t=1.28, df=143, n.s.). 
All four groups were consistent in their opinion about 
the interval between DSM editions; those who believed 
that the DSM-III-R/DSM-IV interval was too short 
also believed that this was true of the DSM-III/DSM- 
HI-R interval. In addition, in all four groups, those 
who believed that the DSM-III-R/DSM-IV interval 
was too short were less likely to believe that DSM- 
HI-R was needed. 

Finally, we examined who the respondents thought 
should determine the need for, and nature of, future 
editions of DSM. The researchers, residency directors, 
and residents wanted a consensus of researchers to be 
the deciding body. The practitioners, however, were 
about equally divided between researcher consensus 
and the majority of the APA membership. Moreover, 
practitioners who believed that the DSM-III-R/DSM- 
IV interval was just right more frequently wanted the 
researchers to control the DSM process, whereas indi- 
viduals who believed that the interval was too brief 
preferred to have the APA membership make the de- 
cision about DSM revisions [table 3). 
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TABLE 3. Correlates of Psychiatrists’ Opinions About the Proposed 5-Year Interval Between. the Publication of DSM-II/-R and DSM-IV 








Practicing Psychiatrists* Researchers” Residency Directors“ Residents? 
Just Too Just Too Just Too Just Too 
Right Short Right Short Right Short Right Short 
(N=155)  (N=232) (N=54) (N=122)  (N=50) (N=72) (N=553)  (N=639) 
Item N % N % N% N % N % N% N% N % 
Philosophy of practice 
Psychodynamic 34 22.2 67 290 4 74 13 107 142 25.8 156 24.6 
Biological 54 35.3 83 35.9 27 50.0 65 53.7 183 33.2 227 35.8 
Eclectic 61 39.9 69° 29.9 19 35.2 36 29.8 211 38.3 238 37.5 
Other 426 12 52 4 74 #7 58 15 27 13 21 
Primary professional activities 
Administration 28 18.2 27 11.7 20 37.0 43 35.8 43 78 46 72 
Teaching 25 16.2 41 17.7 28 40.7 S55 45.8 136 24.7 129 20.2 
Frivate practice 99 64.3 144 623 11 20.4 22 183 268 48.6 337 52.7 
Research 7 45 25° 108 40741 75 62.5 58 10.5 77 121 
Salaried clinical practice 56 364 90 39.0 12 22.2 16 13.3 250 45.4 269 42.1 
Opinion about the DSM-III/ 
DSM-III-R interval 
Just right 113 75.8 636 27.9 36 692 35 299 38 80.9 30f 43.5 324 65.2 220° 37.0 
Too long 26 17.4 6 27 10192 of 00 S5 10.6 2 29 143 28.8 S 15 
Too short 10 67 1578 695 6115 82 701 4 85 37° 536 30 6.0 365% 61.4 
Was DSM-III-R needed? 
No 22 14.2 1248 534 4 74 «58f 479 7143 21 292 35 63 204f 31.9 
Yes 99 63.9 Sif 22.0 33 611 346 281 32 65.3 23 31.9 377 68.3 180° 28.2 
Not sure 34 21.9 57 246 17315 29 24.0 10 20.4 28° 389 140 25.4 255% 39.9 
Major reasons for publishing 
DSM-III-R 
Correction of problems 103 67.8 1228 54.5 42 80.8 76° 63.3 28 57.1 41 59.4 381 70.0 360° 58.8 
New research warranted it 101 66.4 89° 39.7 33 63.5 458 37.5 4081.6 35 50.7 382 70.2 320 52.3 
Financial benefit to APA 12 79 66 295 713.5 468 383 6122 16 232 31 5.7 121 19.8 
Politics 10 66 20 89 1 19 6 50 241 2 29 15 28 44 72 
Personal benefit to indi- 
vidual involved 0 0.0 138 5.8 1 19 8 6.7 0 0.0 0 0.0 3 0.6 10 16 
Do not know of any rea- 
sons 2 13 8 36 0 00 2 17 #2 41 2 29 7 13 20° 3.3 
Who should determine need ! 
fer future DSMs?” 
Majority of APA mem- 
bership 58 38.2 102 449 815.1 20 16.7 13 260 13 189 185 34.2 112° 17.9 
APA leadership 30 19.7 39 17.2 6113 23 192 15 300 17 246 100 18.5 112 17.9 
Consensus of researchers 82 53.9 96° 42.3 39 73.6 82 683 35 70.0 46 66.7 309 57.1 315° 50.3 


*Dara missing for philosophy of practice (N=2), primary professional activities (N=3), opinion about DSM-III/DSM-II-R interval (N=5), 
major reasons for publishing DSM-IIJ-R (N=11), and who should determine future DSMs (N=8). Six individuals used criteria other than 
DSM-III or DSM-III-R, and seven had no opinion or were not sure about the length of the DSM-III/DSM-II-R interval. 

Daca missing for philosophy of practice (N=1), primary professional activities (N=2), opinion about the DSM-III/DSM-IU-R interval 
(N=3), need for DSM-II-R ‘N=1), major reasons for publishing DSM-III-R (N=4), and who should determine future DSMs (N=3). Two 
individuals used criteria other than DSM-HI or DSM-HI-R and four had no opinion or were not sure about the length of the DSM-III/ 
DSM-III-R interval. 

“Residency directors’ survey did not include the questions for years of professional experience. Data missing for opinion about DSM-ILI/ 
DSM-III-R interval (N=4), reed for DSM-III-R (N=1), and who should determine future DSMs (N=3). Two individuals had no opinion 
or were not sure about the length of the DSM-II/DSM-III-R interval. 

“Data missing for philosophy of practice (N=7), primary professional activities (N=2), opinion about the DSM-HI/DSM-IL-R interval 
(N=46), need for DSM-III-R (N=1), reasons for publishing DSM-III-R (N=36), and who should determine future DSMs (N=25). Four 
individuals used criteria other than DSM-III or DSM-III-R, and 55 had no opinion or were not sure about the length of the DSM-III/DSM- 
II-R interval. 

“p<0.05 (chi-square analysis}. 

fp<0.001 (chi-square analysis!. 

®p<0.01 (chi-square analysis). 

Percentages add to more than 100 because respondents checked more than one choice, despite instructions to check only one. 


DISCUSSION DSM-IV interval asked about a 5-year interval be- 

tween editions rather than a 6-year interval. However, 

We surveyed four groups of psychiatrists and found in this context it is important to note that only five of 

that the majority of each group believed that DSM-IV the 925 individuals who indicated that the interval was 

is being published prematurely. A limitation of this too short recommended 1993 as the DSM-IV publica- 
survey is that the question about the DSM-III-R/ tion date. 
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If there is a silver lining in these findings, it is the 
trend that the residents and more recently trained prac- 
ticing psychiatrists were less likely to believe that 
DSM-IV’s publication will be premature. Perhaps the 
new generation of psychiatrists feel more comfortable 
adapting to changes in diagnostic criteria, or perhaps 
they lack the experience to appreciate the difficulties 
encountered when criteria change. 

The belief that DSM-IV is being published too soon 
could contribute to underutilization of DSM-IV by 
substantial numbers of psychiatrists. Supporting this 
contention is the fact that compared to practicing psy- 
chiatrists who thought that the DSM-III/DSM-III-R 
interval was appropriate, those who believed that 
DSM-III-R was published too soon were more likely 
to still be using DSM-III (36.0% [N=63] versus 
25.3% (N=57]; x*=5.33, df=1, p<0.05). Thus, be- 
cause DSM-IV will inevitably appear in 1993, to foster 
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compliance with it, APA must persevere in its efforts to 
demonstrate that the advanzages of pudlishing it in 
1993 outweigh the disadvan-ages of accpting yet an- 
other manual. 
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Neuropsychological Performance in Medicated and 
Unmedicated Patients With Tourette’s Disorder 


R.A. Bornstein, Ph.D., and Victoria Yang 


Objective: To date, there have been no formal investigations of neuropsychological per- 
formance in patients with Tourette’s disorder who are taking psychotropic medications. The 
authors conducted this study to provide such information. Method: They examined the 
neuropsychoiogical performance of 96 patients 6-18 years old who met DSM-III-R criteria 
for Tourette’s disorder; 51 of these patients were taking neuroleptic medications and 45 were 
not. The groups were well matched with regard to age, sex, education, and duration of 
symptoms. Each group was given a complete neuropsychological test battery as well as 
instruments rating symptoms of Tourette’s disorder, obsessive-compulsive characteristics, 
and other behavioral disturbances. Results: The patients taking medications did not differ 
from those not taking medications on any of the neuropsychological, intellectual, or educa- 
tional measures. In addition, the groups did not differ with regard to level of Tourette’s 
disorder symptoms. Conclusions: The results of this investigation suggest that patients with 
Tourette’s disorder who do not experience intolerable side effects from neuroleptic medica- 
tions are able to perform on educational, intellectual, and neuropsychological tests at a level 
comparable to that of unmedicated patients. These results have positive implications for 


patients with Tourette’s disorder who respond to neuroleptic médications. 


(Am J Psychiatry 1991; 148:468-471) 


T ourette’s disorder :s a complex neuropsychiatric 
syndrome characterized by simple and complex 
motor and phonic tics. Numerous somatic and nonso- 
matic treatments have been used, but there is increas- 
ingly general acceptance of a neurochemical abnormal- 
ity as the pathophysiological substrate of Tourette’s 
disorder (1). The focus on neurochemical mechanisms 
arises to some extent from the utility of various neu- 
roleptic drugs in the treztment of this disorder. Several 
studies have demonstrated the effectiveness of haloper- 
idol at doses much lower than those used in the treat- 
ment of major psychiatric disorders (2). Haloperidol 
has been the most widely used medication in the treat- 
ment of Tourette’s disorder, but more recently other 
drugs (e.g., pimozide and clonidine) have been proposed 
as useful treatments for the symptoms of Tourette’s dis- 
order (3, 4). 

Although the doses of neuroleptics used are typically 
low, the possibility of adverse side effects, including 
cognitive impairment, is problematic, particularly for 
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children of school age. Cognitive impairments such as 
sedation, declining school performance, and decreased 
motivation may occur at doses varying from 2 to 1C 
mg/day (2). A recent survey of a large group of patients 
with Tourette’s disorder (5) revealed that approxi- 
mately 70% of the patients reported having taker 
medications for their symptoms at some time, al- 
though only 43% were taking medications at the time 
of the survey. Many of the patients in that survey in- 
dicated that although the medications were effective in 
controlling Tourette’s disorder symptoms, the side ef- 
fects were intolerable. 

To date, there have been no formal investigations 
of neuropsychological performance in patients with 
Tourette’s disorder who were taking psychotropic 
medications. The current study was performed to ad- 
dress this question. We compared Tourette’s disorder 
patients who were taking neuroleptic medications with 
Tourette’s disorder patients who were not taking med- 
ications. It should be emphasized from the outset that 
the inferences about medication effects generated are 
necessarily limited. The most direct examination of 
medication effects is to study the same group of pa- 
tients before and after initiation of treatment, but in 
many studies of clinical groups, including the current 
one, this is not possible. The present investigation is 
strictly limited to a comparison of patients with 
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Tourette’s disorder who were or were not taking neu- 
roleptic medications. 


METHOD 


The study group consisted of 96 patients between 
the ages of 6 and 18 years who met DSM-III-R criteria 
for Tourette’s disorder. All patients had the diagnosis 
of Tourette’s disorder confirmed by a neurologist or 
psychiatrist. The mean+SD age of this group was 
12.25+2.96 years. Eighty-four of the patients were 
right-handed, and 12 were left-handed. All of the pa- 
tients were volunteers who were recruited specifically 
for participation in this study. Patients were contacted 
and advised of the nature of this study through the 
Tourette Syndrome Association of Ohio, which main- 
tains a computerized patient registry. Parents of all 
patients were informed of the nature and purpose of 
this study, and informed consent was obtained for 
each patient. Patients were provided a small financial 
compensation for their participation. 

The patients were divided into two groups: those 
who were taking medications for their Tourette’s dis- 
order symptoms (N=51) and those who were not (N= 
45). Of the latter group, 22 had taken medications in 
the past, but not within the previous 3 months, and 23 
had never taken medications for their symptoms. 
Among the medicated patients, the most frequently 
taken drugs were clonidine (N=21), pimozide (N= 
15), and haloperidol (N=13). Most patients were tak- 
ing only one medication, but 11 were taking more than 
one. All of the patients were taking very low doses of 
the reuroleptic medications in the ranges typically 
used in the treatment of patients with Tourette’s dis- 
order. The characteristics of the medicated and un- 
medicated groups are presented in table 1, which re- 
veals that the groups were similar in age, education, 
IQ, and duration of symptoms. There were 43 boys 
and eight girls in the medicated group and 39 boys and 
six girls in the unmedicated group (y7=0.01, df=1, 
n.s.). f 
The neuropsychological test battery included the 
Wechsler Intelligence Scale for Children—Revised 
(WISC-R) for patients between the ages of 6 and 15 
and the Wechsler Adult Intelligence Scale—Revised 
(WAIS-R) for those older than 15. In addition, the test 
battery included the Wide Range Achievement Test 
(6), the Wisconsin Card Sorting Test (7), the Grooved 
Pegboard Test (8), and an expanded Halstead-Reitan 
battery (9). The Halstead-Reitan battery included the 
Category Test, the Tactual Performance Test—Time, 
the Tactual Performance Test—Memory, the Tactual 
Performance Test—Location, the Speech Sounds Per- 
ception Test, the Seashore Rhythm Test, the Trail 
Making Test (parts A and B), the Finger Tapping Test, 
and measures of finger agnosia and graphesthesia. All 
motor and sensory tasks were performed with both 
dominant and nondominant hands. 

The scores from the Wechsler intelligence scales and 
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TABLE 1. Characteristics and Neuropsychological Test Scores of 
Medicated and Unmedicated Patients 'Nith Tourette’s Disorder 





Unmedi- 
Medicated cated 
Patients Patien=s 
(N=51) (N=45) : 
Item Mean SD Mean 5D (df=94) 





Characteristics 
Age (years) 
Education (years) 


11.8 2.9 12.8 3.0 1.66 
5.8 2.8 6.6 2.9 1.39 


Verbal IQ 100.3 15.4 103.1 16.2 0.86 
Performance IQ 98.9 16.0 102.7 12.8 0.20 
Duration of symp- 

toms (months) 6.1 3.6 7.0 3.1 0.21 

Neuropsychological test 

scores 
Category Test 42.5 144 414 13.7 0.39 
Tactual Performance 

Test 

Time 36.7 26.4 33.1 27.9 0.64 

Memory 53.9 15.3 57.8 25.4 1.26 

Location 48.4 144 49.1 12.5 0.27 
Seashore Rhythm 

Test 53.3 10.5 53.6 12.4 0.12 
Speech Sounds Perfor- 

mance Test 43.1 164 48.0 13.4 1.46 
Trail Making A 52.9 194 42.6 27.4 2.09% 
Trail Making B 47.7 25.8 43.6 18.7 0.84 
Wide Range Achieve- 

ment Test 

Reading 97.7 16.4 99.1 16.5 0.42 

Spelling 97.7 16.4 98.7 19.2 0.43 

Arithmetic 91.7 15.9 96.5 22.7 1.16 
Wisconsin Card Sort- 

ing Test 

Categories 42.8 13.3 43.5 12.8 0.25 

Perseveration 50.8 9.7 49.6 14.1 0.45 
Logical memory” 80.2 21.1 84.6 17.9 1.11 
Visual reproduction 79.2 213 79.9 19.8 0.19 
Finger Tapping Test 

Dominent hand 42.6 9.9 47.2 97 2.30° 


Nondominant hand 47.6 11.2 50.4 10.4 1.27 
Grooved Pegboard 

Test 

Dominant hand 42.2 22.9 42.8 20.4 0.15 

Nondominant hand 31.9 24.8 37.9 27.1 1.12 
Finger agnosia 


Dominant hand 24.2 47.9 30.5 44.5 0.67 

Nondominant hand 34.8 37.9 39.4 31.8 0.65 
Graphesthesia 

Dominant hand 29.1 57.9 22.5 46.6 0.62 


Nondominant hand 31.6 56.8 23.1 44.4 0.83 


*p<0.05, uncorrected. After Bonferroni correction for multiple anal- 
yses the difference was not significant. 

From the Wechsler Memory Scale, Revised: prozortiona! recall= 
(delayed recall/immediate recall) x 100. 


the Wide Range Achievement Test are derived on an 
age-corrected basis and, therefore, are comparable 
across age levels. However, because the scores trom 
the neuropsychological test battery are not derived on 
an age-corrected basis, it was necessary to convert the 
raw scores to age-corrected scores to permit compari- 
sons of performance. The raw scores from the Hal- 
stead-Reitan battery and from associated measures 
were converted to age-corrected t sccres according 
to published normative data on these tests (10-12). 
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The t scores were computed with a mean of 50 and a 
standard deviation of 10 in reference to appropriate 
age norms. 

In addition to the neuropsychological measures, a 
rating of Tourette’s disorder symptoms was obtained 
by using the Tourette Syndrome Symptom List (13). 
This measure elicits ratings (by patients and/or par- 
ents) of the frequency or severity of a broad range of 
simple and complex symptoms. For each of 20 symp- 
toms, ratings were obtained on a scale ranging from 0 
(symptom free) to 5 (a:most always). Each patient was 
rated on the Tourette Syndrome Symptom List for the 
week preceding the seuropsychological evaluation. 
The data from the Tourette Syndrome Symptom List 
were analyzed to provide measures of the number of 
symptoms reported, the prominence of each symptom 
in the week preceding the examination, and the sever- 
ity of simple and complex symptoms in the week pre- 
ceding the examination. 

In addition to the Tourette Syndrome Symptom List, 
parents of patients were asked to complete the Child 
Behavior Checklist (14) and the Connors Parent Rat- 
ing Scale (15). A rating of obsessive-compulsive symp- 
toms (16) was also obtained. 


RESULTS 


The initial data analysis consisted of a comparison 
of the neuropsychological t scores of the medicated 
and unmedicated groups. Because the groups were well 
matched with respect to age, sex, and education, it was 
not necessary to control statistically for the effects of 
these measures on neuropsychological performance. 
Data were analyzed by using t tests for independent 
groups. The results of these analyses are presented in 
table 1, which reveals that there were no significant 
differences on any of the neuropsychological measures. 
The two groups also did not differ in the proportion of 
patients obtaining scores below normative levels. 

The behavioral rating scale scores of the two groups 
of patients were also compared. There were no differ- 
ences between groups on ratings of simple tics, com- 
plex tics, obsessive-compulsive symptoms, or any of 
the subscales from the Connors Parent Rating Scale. 
Analysis of the Child Behavior Checklist was compli- 
cated by the fact that the test generates different scales 
for the various age and sex subgroups. There were too 
few girls in the study group to permit statistical com- 
parisons by sex. There were no differences on any of 
the Child Behavior Checklist subscales among the boys 
12 years old and older. However, among the younger 
subgroup, medicated patients were rated as being more 
anxious (t=2.84, df=2£, p<0.01), depressed (t=3.59, 
df=28, p<0.01), and aggressive (t=2.84, df=28, 
p<0.01) and as having more obsessive-compulsive 
symptoms (t=3.42, di=28, p<0.01) than unmedi- 
cated patients. 
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DISCUSSION 


These data represent the first direct comparisons of 
neuropsychological performance in medicated versus 
unmedicated patients with Tourette’s disorder. The 
medicated and unmedicated groups were very similar 
in regard to age, sex, education, and duration of 
Tourette’s disorder symptoms. There are a number of 
important methodological considerations that would 
appear to represent clear advantages of the current 
investigation. This study was based on a large group of 
children meeting diagnostic criteria for Tourette’s dis- 
order (N=96) and was not based on patients who had 
been referred to a clinic. All subjects were recruited 
specifically for the purposes of participation in this 
research project, which would reduce bias related to 
clinical ascertainment. It could be argued, however, 
that patients (or their parents) who volunteer for such 
studies may not be representative of the patient popu- 
lation as a whole. Although this may be the case, the 
IQ distribution of the medicated and unmedicated 
groups suggests that the abilities of these two groups of 
patients very closely approximate the normal distribu- 
tion. This would appear to support the suggestion that 
this group of patients is representative of the larger 
population of patients with Tourette’s disorder. 

In addition to normal IQ levels, patients in both 
groups had normal scores for their ages on the Wide 
Range Achievement Test, which suggests normal edu- 
cational attainment. We found no differences between 
medicated and unmedicated groups on the neuropsy- 
chological measures. The lack of differences in IQ, ed- 
ucational, and neuropsychological measures seems to 
suggest that at the doses used there were no substantial 
adverse effects of neuroleptic medications on the 
patients’ neuropsychological performance. Although 
these results suggest no significant effects on perfor- 
mance, some issues merit consideration. 

The patients taking medications whom we studied 
may be a biased group to some extent: these patients 
might have continued to take the medications because 
of a relative lack of adverse side effects, but patients 
who did experience side effects might have discontin- 
ued them. The incidence and severity of cognitive side 
effects among our medicated patients, therefore, may 
have been underrepresented. It is clear that the most 
direct approach to documentation of adverse cognitive 
effects of these medications is to examine the same 
patients before and after drug administration. How- 
ever, the current data suggest that those patients who 
do not experience intolerable side effects are capable of 
normal educational attainment and performance on 
neuropsychological tasks. 

It could be argued that although the medications 
may produce slight side effects, the beneficial effects in 
terms of symptom control outweigh these negative ef- 
fects. Virtually all of the patients who were taking 
medications reported that their level of symptoms was 
better while they were taking medications than it was 
while they were not taking medications. The groups 
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did not differ in terms of symptoms of Tourette’s dis- 
order or obsessive-compulsive disorder, but the younger 
patients who were receiving medications were rated by 
their parents as having more emotional adjustment 
problems on the Child Behavior Checklist. It may be 
that patients with more severe symptoms are more 
likely to take medications than are patients with less 
severe symptoms. The finding that some of the medi- 
cated patients with Tourette’s disorder had more emo- 
tional adjustment problems in spite of having no dif- 
ferences in their level of Tourette’s disorder symptoms 
may reflect the specific beneficial effect of medications 
on the symptoms of Tourette’s disorder rather than on 
associated behavioral disturbances. 

It could also be argued that although the groups 
were matched in age, sex, and education, they differed 
in other important characteristics, such as the severity 
of their Tourette’s disorder. The unmedicated group 
was composed of 23 patients who had never been 
given medication as well as 22 who had taken neuro- 
leptic medications in the past. It is possible that there 
were some differences between these two subgroups 
and that combining them may have concealed differ- 
ences between the unmedicated group and the medi- 
cated group. We explored this possibility by compar- 
ing the two subgroups of unmedicated patients on the 
neuropsychological and symptom variables. There 
were no differences between the patients who had 
never taken medication and those who had taken neu- 
roleptic medications in the past on any of the measures 
supporting the idea that the unmedicated patients may 
have had less severe symptoms. The fact that the med- 
icated patients performed at a level comparable to that 
of the unmedicated patients suggests that the medica- 
tions may result in enough control of symptoms to 
permit these patients to perform at a level comparable 
to that of unmedicated patients. 

The results of this investigation suggest that patients 
with Tourette’s disorder who do not experience intol- 
erable side effects from neuroleptic medications are 
able to perform on educational, intellectual, and neu- 
ropsychological tests at a level comparable to that of 
unmedicated patients. It is likely that these findings are 
applicable only to those patients who are able to con- 
tinue to take medications without side effects. Al- 
though the possibility of mild side effects in the med- 
icated patients in this study cannot be eliminated, the 
findings suggest that the beneficial effects in terms of 
symptom control outweigh these side effects. These re- 
sults have positive implications for patients who re- 
spond to neuroleptic medications. They suggest that 
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concerns regarding adverse effects on school perfor- 
mance may be reduced for these patients. Obviously, 
use of these medications in any patient, especially a 
child, requires constant clinical monitoring anc dose 
titration to achieve the maximal therazeutic benefit 
with minimal side effects. The present data suggest that 
in cases where this is accomplished, substential adverse 
effects on cognitive and intellectual performance can 
be avoided. 
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Relations Among Clinical Scales in Schizophrenia 


Raquel E. Gur, M.D., Ph.D., P. David Mozley, M.D., 
Susan M. Resnick, Ph.D., Stephen Levick, M.D., Roland Erwin, Ph.D., 
Andrew J. Saykin, Psy.D., and Ruben C. Gur, Ph.D. 


Objective: Clinical scales have become established as tools to quantify phenomenological 
features of schizophrenia. The goal of this study was to examine relations among the fol- 
lowing: the Brief Psychiatric Rating Scale (BPRS), the Scale for the Assessment of Positive 
Symptoms, the Scale for the Assessment of Negative Symptoms, and the deficit-nondeficit 
classification. Method: Forty-seven patients with schizopbrenia were recruited according to 
specific inclusion and exclusion criteria. The standardized assessment procedures were ad- 
ministered by a trained psychiatric research team. Results: Examination of the BPRS showed 
that the patients had highest scores on the thought disorder factor and the symptoms specific 
to schizophrenia. Classification of patients as having the positive, negative, or mixed type of 
schizophrenia resulted in a finding of seven with the positive, seven with the negative, and 33 
with the mixed type. The division of patients into those with the deficit syndrome (N=29) 
and those without (N=18) was related to symptom specificity and to positive and negative 
symptoms. Leficit syndrome patients had more symptoms specific to schizophrenia, fewer 
nonspecific symptoms, and, as expected, greater severity of negative symptoms. Cluster 
analysis revesled three clusters of patients: those with low negative symptom scores and high 
scores on specific symptoms (the majority were without the deficit syndrome); those with 
high scores on negative, positive, and specific symptoms (the majority had the deficit syn- 
drome); and those with lower scores on specific symptoms and high scores on negative and 
positive symptoms (the majority had the deficit syndrome). Conclusions; The scales showed 
some overlap but also seemed to measure complementary aspects of the phenomenology of 
schizophrenia. Subtypes of patients identified by the combined use of these scales may differ 


in underlying pathology. 
(Am J Psychiatry 1991; 148:472-478) 


A challenge for schizophrenia research is dealing 
with the heterogeneity of the disorder. It has been 
recognized that schizophrenia may not have a uniform 
presentation and course. Even among patients who 
meet rigorous diagnostic criteria, there appear to be 
several clinical subtypes (DSM-III-R). Although vari- 
ability in symptoms and course occurs in any disease, 
such variability may point to different underlying 
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pathophysiology of subtypes. Several clinical rating 
scales and classification methods have been used for 
schizophrenic patients, and it is important to compare 
them in a single sample to determine their overlap and 
differences. The goals of this study were to compare 
the scales and examine symptom clusters. This may 
help identify subpopulations with specific etiologies or 
treatment responses. 

The widely applied Brief Psychiatric Rating Scale 
(BPRS) (1) covers a broad range of symptoms and does 
not sample schizophrenic symptoms in detail. One 
subdivision of items is based on factor analysis, which 
has indicated five factors: anxiety-depression, anergia, 
thought disorder, activity, and hostility (2). Gur et al. 
(3) used another subdivision, dividing BPRS items into 
symptoms considered specific to schizophrenia and 
those that are not a hallmark of schizophrenia. They 
reported higher scores on the specific symptoms for 
schizophrenic patients than for depressed patients and 
correlations between severity of specific symptoms and 
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neurophysiologic patterns measured by regional cere- 
bral blood flow and glucose metabolism. 

Andreasen emphasized the importance of negative 
and positive symptoms and developed the Scale for the 
Assessment of Negative Symptoms (4, 5) and the Scale 
for the Assessment of Positive Symptoms (6). An- 
dreasen and Olsen (7) reported that about one-third of 
patients with schizophrenia were characterized by pos- 
itive symptoms, one-third had predominantly negative 
symptoms, and one-third had mixed symptoms. This 
classification is based on cross-sectional data. Carpen- 
ter et al. (8) proposed that deficit symptoms, the pri- 
mary enduring negative symptoms of schizophrenia, 
should be distinguished from transient negative symp- 
toms secondary to other factors. The criteria for schizo- 
phrenia with deficit syndrome are based on a longitu- 
dinal evaluation over the preceding 12 months. 

This study examined relationships among the BPRS, 
the scales for positive and negative symptoms, and the 
deficit-nondeficit classification. Such research is essen- 
tial for the evolution of comparable characterization of 
patients across research centers and will provide infor- 
mation on the degree of overlap among subscores on 
each scale and among the scales. These comparisons 
were used to test the hypotheses 1) that the majority of 
schizophrenic patients can be classified as having pri- 
marily the positive or the negative type of the disorder 
and that this relates to the deficit-nondeficit typology 
and 2) that there is a higher correlation between the 
severity of symptoms depicted by the positive and neg- 
ative symptom scales and the schizophrenia-specific 
items of the BPRS than the nonspecific items of the 
BPRS. 


METHOD 


Patients were recruited through our Mental Health 
Clinical Research Center inpatient and outpatient pro- 
grams. Members of the assessment team reviewed data 
on each potential participant and assessed suitability. 
They excluded patients 1) who had histories of any 
other DSM-III-R axis I disorders, 2) who had histories 
of substance abuse according to DSM-III-R criteria 
and toxic screen, 3) who had previously received ECT 
or depot medication, 4) who had histories of any neu- 
rological or medical disorders, and 5) whose native 
language was not English. 

Suitability for the study was determined in two 
phases. First, a structured screening that included in- 
formation from referring family members, mental 
health professionals, and review of records was con- 
ducted, Of 147 consecutive potential patients who un- 
derwent this structured screening, 61 were acceptable, 
and they underwent a comprehensive evaluation. This 
included detailed history; physical, neurological, and 
psychiatric examinations; and laboratory studies. The 
Structured Clinical Interview for DSM-III-R (9) was 
administered, and the assessment team made a best- 
estimate consensus diagnosis. In addition to the com- 
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pleted standard forms, a narrative summarized each 
patient’s history and clinical presentaticn. Of the 61 
patients who received the comprehensive evaluation, 
47 were admitted to the study and were studied while 
they were not taking medication, as part of the re- 
search center protocols. Patients were excluded in the 
screening and comprehensive assessmert for the fol- 
lowing reasons: medical illness (N=13), another axis I 
diagnosis (N=23), ECT (N=11), substarce abuse (N= 
24), depot medication (N=6), head trauma (N=7)}, 
other neurological history (N=11), declined, unavail- 
able, or unable to comprehend the mean.ag of consent 
(N=19) (some patients were excluded tor more than 
one reason). Informed censent was obtzined after the 
procedures had been fully explained. 


Scales and Scoring 


The following scales were completed: the BPRS, the 
Scale for the Assessment of Negative Symptoms, the 
Scale for the Assessment of Positive Symptoms, and an 
assessment according to the deficit-nordeficit typol- 
ogy. Other scales were also completec but will not 
be analyzed here. The BPRS and the negative and pos- 
itive symptom scales were completed fcr each patient 
by two members from among the assessment team 
(R.E.G., P.D.M., $.M.R., S.L.i, who haz been trained 
to a criterion reliability of 0.90 (intraclass correlation). 
The ratings were reviewed by the entre assessment 
team, and disagreements were resolved by consensus; 
the consensus ratings were used in the study. 

The BPRS was completed on the basis of the clinical 
interviews and observations. It was scored in two 
ways: 1) the average ratings for the five <actors of anx- 
iety-depression, anergia, thought discrder, activity, 
and hostility and 2) scores when the iterrs were divided 
into a subgroup of symptoms relatively specific to schizo- 
phrenia (emotional withdrawal, conceptual disorgani- 
zation, mannerism and posturing, grar.diosity, suspi- 
ciousness, hallucinatory behavior, unusual thought 
content, blunted affect) and a subgroup of relatively 
nonspecific symptoms (somatic concernz, anxiety, guilt 
feelings, tension, depressive mood, hostility, motor re- 
tardation, uncooperativeness, excitement, disorienta- 
tion) (3). 

The Scale for the Assessment of Negative Symptoms 
and the Scale for the Assessment of Positive Symptoms 
were completed on the basis of the comprehensive 
evaluation, the structured clinical interview, review of 
records, and interviews with family members. The 
evaluation was based or. data from the month preced- 
ing the patient’s admission to the protocol. Scoring 
was done according to Andreasen and Olsen’s (7) di- 
vision into five negative symptom scores and four pos- 
itive symptom scores and as average ne2ative and pos- 
itive symptom scores. Two measures az obtained for 
each negative and positive symptom complex: a global 
rating and average ratings of items included in each 
symptom complex. The former requires rating of the 
impact of the symptoms on the pati2nt’s ability to 
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TABLE 1. Rotated Factor Loadings of Scores of 47 Schizophrenic 
Patients on the Subscales of the Scale for the Assessment of Neg- 
ative Symptoms and the Scale for the Assessment of Positive 
Symptoms 


Factor Factor Factor 

Subscale 1 2 3 
Negative symptom scale 

Affective flattening 0.86" 0.10 —0.10 

Alogia 0.837 0.34 —0.17 

Avolition-apathy 0.81% 0.08 0.13 

Anhedonia-asociality 0.807 —0.01 0.24 

Attention 0.54 0.69° -0.12 
Positive symptom scale 

Hallucinations 0.20 0.21 0.78" 

Delusions —0.08 0.05 0.907 

Bizarre behavior 0.14 0.887 0.14 

Positive thought disorder —0,28 0.737 0.39 
Percent of total variance 35 22 19 


*Highest loading across factors. 


function. The main analyses were performed, as rec- 
ommended, on the global ratings for each symptom 
complex, but they were also repeated for the averages, 
with similar results. 

To assess the subjects according to the deficit-non- 
deficit concept of Carpenter et al. (8), the assessment 
team reviewed information regarding the patient’s 
clinical status during the preceding 12 months, and a 
consensus was achieved. This information was ob- 
tained from our follow-up evaluations, interviews with 
family members, review of records, and continual con- 
tact with psychiatrists end other mental health profes- 
sionals who treated the patient. Not all patients were 
followed up for a whole year by a research psychiatrist 
from our center, but for every patient we obtained 
from multiple sources comprehensive data that were 
consistent with our assessment and in which we have 
confidence. An independent evaluation by one investi- 
gator resulted in one instance of disagreement that was 
resolved after discussicn. Patients who did not meet 
the criteria for the deficit syndrome were classified as 
having the nondeficit type of schizophrenia. 


Data Analysis 


Each scale was first evaluated by obtaining scatter- 
plots and calculating the product-moment correlations 
among subscores. Hypothesis 1 was tested by applying 
Andreasen’s criteria to the global ratings on the nega- 
tive and positive symptom scales and comparing the 
distribution to that expected from Andreasen’s model 
(one-third of the ratings indicating the positive, one- 
third the negative, and one-third the mixed type of 
schizophrenia). Hypothesis 2 was tested by correlating 
the severity of symptoms across the negative and pos- 
itive symptom scales with the BPRS subscores for items 
specific and nonspecific to schizophrenia. The scores 
were z-transformed (mean+SD=0+1) for this purpose. 

To evaluate the factorial structure of the negative 
and positive symptom scales, a principal components 
analysis was applied to the correlations between all 
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TABLE 2. Intercorrelations Among Summary Scores of 47 Schizo- 
phrenic Patients on the Scale for the Assessment of Negative 
Symptoms, the Scale for the Assessment of Positive Symptoms, 
and the BPRS 


Measure 1 2 3 4 5 6 


Negative symptom scale 
1. Average of scores 
2. Global score 
Positive symptom scale 
3. Average of scores 
4. Global score 
BPRS 
5. Schizophrenia-specific 
items 
6. Nonspecific items 


*p<0.001. 


Þp<0. 01. 
“p<0.05. 


0.95 0.11 0.19 0.43 0.12 
0.04 0.14 0.38" .0.08 


0.877 0.56° 0.47% 
0.617 0.36° 


0.44° 


pairs of symptom scores. The differences between pa- 
tients with deficit and nondeficit schizophrenia on the 
dependent measures derived from the BPRS and the 
negative and positive symptom scales were tested by 
multivariate analysis of variance (SAS GLM proce- 
dure) (10). Deficit-nondeficit was a grouping factor, 
and summary negative and positive scale scores and 
subscores (ie., the five negative symptom and four 
positive symptom subscores) were the within-group 
(repeated measures) factors. To evaluate formally the 
existence of subtypes, we used Ward’s method (11) to 
do a cluster analysis, and made scatterplots of the sum- 
mary scale scores. Clusters were examined for fre- 
quency of deficit and nondeficit subtypes by using the 
chi-square statistic (corrected for attenuation when ap- 
propriate) as well as the Cochran-Mantel-Haenszel 
statistic for general association (12, 13) to test associ- 
ation across clusters. Because of the sample size, we 
limited the number of clusters to three. 


RESULTS 
Individual Scales 


The subjects had a mean+SD score of 57.70+11.68 
on the BPRS (range=37-—84). As expected in a sample 
of schizophrenic patients, they scored higher on the 
symptoms specific to schizophrenia than on the non- 
specific ones (t=5.14, df=45, p<0.0001). Indeed, all 
but two patients had higher severity ratings for the 
specific symptoms of schizophrenia. 

The correlations between scores on the BPRS spe- 
cific symptoms and the five BPRS factors were signifi- 
cant for anergia (r=0.55), thought disorder (r=0.88), 
and activity (r=0.49) (df=46, each p<0.0001) and 
nonsignificant for anxiety-depression and hostility (c= 
0.25 and r=0.18, respectively). By contrast, nonspe- 
cific symptom scores were correlated highly with 
scores on anxiety-depression (r=0.70), activity (r= 
0.63) (each p<0.0001), and hostility (r=0.42, p< 


Am J Psychiatry 148:4, April 1991 


GUR, MOZLEY, RESNICK, ET AL. 


TABLE 3. Pearson Correlation Coefficients for BPRS Factor Scores and Subscale Scores of 47 Schizcphrenic Patients cn the Scale for 
the Assessment of Negative Symptoms and the Scale for the Assessment of Positive Symptoms 








BPRS Factor 





Anxiety- Thought 
Subscale Depression Anergia Disorder Activity Hostility 
Negative symptom scale 
Affective flattening —0.26 0.66 0.08 —D.13 0.19 
Alogia —0.33® 0.697 0.02 9.00 0.16 
Avolition-apathy —0.06 0.59% 0.06 —0.03 0.14 
Anhedonia-asociality —0.02 0.435 0.07 —0.05 0.16 
Attention —0.27 0.577 0.18 0.31® —0.03 
Positive symptom scale 
Hallucinations 0.12 0.25 0.587 0.04 —0.03 
Delusions 0.32° —0.04 0.53° -0.06 0.22 
Bizarre behavior 0.07 0.42° 0.28 0.35° 0.15 
Positive thought disorder 0.21 0.11 0.54? 0.49 0.05 


*5<0.001, two-tailed. 
Þp<0.05, two-tailed. 
“p<0.01, two-tailed. 


0.005) and significantly with anergia (r=0.40) and 
thought disorder (r=0.30) (each p<0.05). This pattern 
of high correlations of BPRS symptoms specific to 
schizophrenia with anergia and thought disorder and 
the overall correlations of the nonspecific symptoms 
seems to further support the construct validity of the 
specific-nonspecific classification. 

On the basis of scores on the Scale for the Assess- 
ment of Negative Symptoms and the Scale for the As- 
sessment of Positive Symptoms, the patients were clas- 
sified as having the positive, negative, or mixed type of 
schizophrenia according to Andreasen and Olsen’s (7) 
criterion score of 24 (on a scale of 0—5) to indicate 
marked symptoms. With this criterion, seven patients 
were classified as having the negative, seven the posi- 
tive, and 33 the mixed type. This differs significantly 
from the proportions reported by Andreasen and 
Olsen (x?7=18.83, df=2, p<0.001). Thus, the first hy- 
pothesis was not supported. 

The principal component analysis applied to the 
negative and positive symptom subscale scores used 
the criterion of an eigenvalue 21; three factors ac- 
counted for 76% of the total variance. The factors 
were then rotated by using the Varimax solution. The 
rotated factor loadings are presented in table 1. All of 
the negative symptom subscale scores loaded highest 
on factor 1, with the exception of attention, which had 
only a moderate loading on this factor. Factor 2 was 
characterized by high loadings for the bizarre behavior 
and thought disorder subscale scores on the positive 
symptom scale and the highest loading for the atten- 
tion subscale scores on the negative symptom scale. 
The hallucinations and delusions subscale scores on 
the positive symptom scale loaded highest on factor 3. 


Relations Among the BPRS and the Negative and 
Positive Symptom Scales 


The intercorrelations among the summary scores of 
the clinical rating scales are presented in table 2. The 
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two methods of obtaining summary scores for the neg- 
ative and positive symptom scales (average and global) 
were highly correlated (r=0.95 and r=(.87 for those 
two scales, respectively). The BPRS subscores for 
symptoms specific and nonspecific to schizophrenia 
were moderately correlated with each other, and 
scores on the negative and positive symptom scales 
were uncorrelated with each other. 

We made a more detailed evaluation of the relation 
between the BPRS and the negative and positive symp- 
tom scales by correlating the five factor scores from the 
BPRS with the negative and positive symptom subscale 
scores (table 3). The anergia factor score from the 
BPRS was significantly correlated with ell of the neg- 
ative subscale scores and only one of the positive sub- 
scale scores. The BPRS tnought disorder factor score 
was significantly correlated with none of the negative 
symptom subscale scores but with three of the four 
positive symptom subscale scores. The activity factor 
score was significantly correlated with one of the neg- 
ative and two of the positive symptom subscale scores, 
whereas the anxiety-depression and hzstility factor 
scores were essentially uncorrelated wita the negative 
and positive symptom subscale scores. 

To test the hypothesis that ratings of symptoms spe- 
cific to schizophrenia are correlated with negative and 
positive symptom severity scores, the average severity 
scores for all global ratings of negative and positive 
symptoms were correlated with scores on BPRS symp- 
toms specific and not specific to schizaphrenia. The 
correlation of negative/positive symptoms with BPRS 
symptoms specific to schizophrenia was 0.63 (p< 
0.0001) and with symptoms not specific to schizophre- 
nia, 0.26 (n.s.). Since scores on specific and nonspecific 
symptoms were correlated (r=0.44), a partial correla- 
tion was calculated for specific symptcms with non- 
specific symptoms partialed out. This correlation (r= 
0.60) was significant (2=4.54, p<C.0001:. By contrast, 
the correlation for nonspecific, partialirg out specific, 
was —0.02 (n.s.). Indeed, all subscale scores on the 
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FIGURE 1. Scatterplot and Identity Line for Mean Scores of 477 
Schizophrenic Patients With or Without the Deficit Syndrome on 
Negative and Positive Symptom Scales 


è Patients with the deficit syndrome (N=29) . 
o Patients without the deficit syndrome (N=18) 
— Identity line . - 
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*Some circles represent more than cne patient. 


negative symptom scale were correlated significantly 
(at the 0.05 level, one-tailed) with scores on symptoms 
specific to schizophrenia (correlations ranging from 
0.27 for anhedonia to 0.51 for thought disorder), 
whereas all except two subscale scores were uncorre- 
lated with symptoms not specific to schizophrenia 
(correlations ranging from —0.04 for affect to 0.19 for 
delusions). The exceptions were r=0.37 for bizarre be- 
havior and r=0.35 for thought disorder (each 
p<0.01). Thus, scores on the BPRS items that include 
symptoms considered specific to schizophrenia were 
correlated with scores on a scale that is aimed at quan- 
tifying the severity of schizophrenia-related symptoms. 


Relations With the Deficit-Nondeficit Classification 


Of the 47 patients, 29 (62%) were classified as hav- 
ing the deficit syndrome and 18 (38%) as not having 
the deficit syndrome. These proportions deviate signifi- 
cantly (y?=34.53, df=1, p<0.0001) from those re- 
ported for 103 patienzs by Carpenter et al. (8): 15 
(15%) with deficit and 88 (85%) without deficit or 
uncertain. A scatterploz of classifications according to 
the negative and positive symptom scales (figure 1) 
shows that patients with and without the deficit syn- 
drome were distributed across the range of positive 
symptom scores. As expected, on the negative symp- 
tom scale the patients with the deficit syndrome aggre- 
gated toward the higher scores and the patients with- 
out the deficit syndrome toward the lower scores. 

Statistical analyses contrasting patients with and 
without the deficit syndfome suggested additional ef- 
fects. Patients with the syndrome did not have higher 
overall BPRS scores, but the division of the BPRS 
items into the five factors yielded a significant Factor 
by Deficit-Nondeficit interaction (F=2.58, df=4, 180, 
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FIGURE 2. Mean Scores of 47 Schizophrenic Patients With or With- 
out the Deficit Syndrome on Five BPRS Factors 


4.5 e Patients with the deficit syndrome (N=29) 
© Patients without the deficit syndrome (N=18) 


MEAN SCORE 





BPRS FACTOR 


p<0.05) (figure 2). Patients with the deficit syndrome 
scored higher on the triad of anergia, thought disorder, 
and hostility relative to the patients without the syn- 
drome, who scored higher on anxiety-depression and 
activity. The deficit-nondeficit classification was also 
associated with the specific-nonspecific dimension of 
the BPRS (F=5.07, df=1, 45, p<0.05). The scores of 
patients with the deficit syndrome showed a steeper 
gradient for items specific to than not specific to schizo- 
phrenia (figure 3). As expected from the definition of 
deficit and nondeficit, deficit syndrome patients had 
higher scores on the negative symptom subscales. They 
did not differ from the patients without the syndrome 
on the positive symptom scale (Deficit-Nondeficit by 
Negative-Positive interaction, F=12.14, df=1, 45, p< 
0.001) (figure 4). 

To evaluate formally the existence of subtypes, the 
intercorrelations among the summary scores for the 
negative and positive symptom scales and the BPRS 
items specific to schizophrenia were subjected to a hi- 
erarchical cluster analysis procedure using Ward's 
method (SAS Cluster procedure). Three clusters 
emerged, with nine patients in cluster 1 (high scores on 
specific and positive symptoms, low scores on negative 
symptoms), 14 in cluster 2 (high scores on all three’, 
and 24 in cluster 3 (low scores on specific, high on 
positive and negative). The distribution of patients 
with and without the deficit syndrome was signifi- 
cantly different in these clusters (y7=7.87, df=2, 
p=0.02). The Cochran-Mantel-Haenszel statistic for 
general association was 7.71, p=0.02. In cluster 1 
there were two patients with and seven without the 
deficit syndrome; in cluster 2, 11 and three; and in 
cluster 3, 16 and eight. This distribution indicated a 
significant difference between clusters 1 and 2 (x?= 
7.08, df=1, p=0.008; corrected for continuity, x7= 
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FIGURE 3. Mean Scores of 47 Schizophrenic Patients With or With- 
out the Deficit Syndrome on BPRS Items Specific to Schizophrenia 
and Not Specific to Schizophrenia 


4.5- e Patients with the deficit syndrome (N=29) 
o Patients without the deficit syndrome (N=18) 
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4.97, p=0.03) and between clusters 1 and 3 (x?=5.22, 
df=1, p=0.02; corrected for continuity, y7=5.39, 
p=0.02), but not between clusters 2 and 3 (y7<1). 


DISCUSSION 


Use of the BPRS and the scales for negative and 
positive symptoms and examination of their relation to 
the deficit-nondeficit classification helped clarify some 
issues related to the phenomenology of schizophrenia. 
Concerning the BPRS, the scores on the five traditional 
factors suggested that the subjects were characterized 
by symptoms which are the hallmark of schizophrenia, 
such as thought disorder. The division of the BPRS 
into symptoms specific and not specific to schizophre- 
nia (3) also seems to have received construct validation 
as an approach to characterizing schizophrenic pa- 
tients. In this sample, diagnosed according to DSM- 
III-R criteria, all but two patients had higher specific 
symptom scores than nonspecific symptom scores. 
Furthermore, the specific symptom scores were corre- 
lated most highly with thought disorder and anergia, 
whereas the nonspecific symptom scores were corre- 
lated with all factors and most highly with the anxiety- 
depression factor, which is not considered a hallmark 
of schizophrenia. The validity of this division is further 
suggested by the finding, as hypothesized, of a corre- 
lation of specific and not of nonspecific symptom 
scores with the negative and positive symptom scale 
scores, which were designed to quantify the range of 
symptoms of schizophrenia. 

For the Scale for the Assessment of Negative Symp- 
toms and the Scale for the Assessment of Positive 
Symptoms, the summary scores obtained by global rat- 
ings of symptom clusters were highly correlated with 
the average scores for individual items. For all patients, 
global ratings were higher than averaged ratings. The 
low correlation between negative symptom scores and 
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FIGURE 4. Mean Scores of 47 Schizophrenic Patierts With or With- 
out the Deficit Syndrome on Subscales of Negatve and Positive 
Symptom Scales 


5 ® Patients with the deficit syndrome (N=29) 
o Patients without the deficit synd ome (N=18) 


MEAN SCORE 





SCALE FOR THE ASSESSMENT 
OF NEGATIVE SYMPTOMS 


positive symptom scores is consistent with earlier re- 
sults (7) and supports the nozion that they measure 
different aspects of psychopathology associated with 
schizophrenia. On the other hand, the semple was not 
equally divided into three groups with positive, mixed, 
and negative symptoms. The extreme grzups were un- 
derrepresented in comparison to those :n Andreasen 
and Olsen’s report (7); hence, the hypozhesis that the 
majority of patients with schizophrenia <an be classi- 
fied as having the positive or negative type was not 
supported. This raises doubts about the utility of the 
positive-negative dichotomy, as defined by these scales, 
as the sole means of identifying distinct riajor subtypes 
of schizophrenia. Other cutoff points could be consid- 
ered, and the stability of the classification can be ex- 
amined in longitudinal studies. 

The different clinical scales seem to measure related 
but not overlapping dimensiozs. This is suggested by 
the moderate correlations among scores on the nega- 
tive and positive symptom sca_es and the BPRS. While 
the specific and nonspecific symptom measures of the 
BPRS are helpful in characterizing patier-ts with schizo- 
phrenia relative to other patient populetions, the spe- 
cific symptom measure yields only an index of overall 
severity of schizophrenia. The negativ> and positive 
symptom scale items cover a comprehensive range of 
symptoms, and other groupings of symptoms may 
emerge beyond the negative-positive dimension. The 
factor analysis of the negative and positive symptom 
scores suggests that while, for the most part, the divi- 
sion suggested by Andreasen and Olser is valid, there 
may be additional divisions of symptoms. Attention, 
which is an item on the negative sympto-n scale, shared 
substantial loading with the other items on that scale 
but had a higher loading on a factor containing two 
positive symptom scale items (bizarre behavior and 
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positive formal thought disorder). This triad was most 
highly correlated with the activity factor score of the 
BPRS and may suggest a division of the positive symp- 
tom scales into two dimensions, one of which may 
incorporate the attention item of the negative symp- 
tom scale. This finding should be replicated to warrant 
further discussion. 

The larger proportion of patients with the deficit 
syndrome in this sample, compared to Carpenter et 
al.’s (8), may reflect either the more severely disturbed 
group we were studying or the more lax criteria for 
categorizing patients as having the deficit syndrome. 
We followed Carpenter et al.’s criteria as described 
and believe that all the patients we classified as having 
the syndrome manifested at least two of the five fea- 
tures required for that classification (flattened or re- 
stricted affect, anhedonia, poverty of speech, lack of 
sense of purpose, and lack of social drive). Our deficit 
syndrome patients differed from those without the syn- 
drome on several measures, supporting the validity of 
this classification. They had more of the BPRS symp- 
toms specific to schizophrenia and fewer of the non- 
specific symptoms, and they had more symptoms on 
the negative symptom scale. This pattern of results 
suggests that the positive-negative and deficit-nondef- 
icit dimensions have partial overlap in that, as in- 
tended by Carpenter et al. (8), deficit syndrome pa- 
tients are characterized by more negative symptoms. 

The utility of the deficit-nondeficit classification is 
further supported by the cluster analysis of the clinical 
scale scores. The differences in the distribution of pa- 
tients with and without the deficit syndrome in the 
three clusters indicate that this dichotomy is useful in 
depicting subtypes. While patients without the deficit 
syndrome were characterized by low scores on the neg- 
ative symptom scale but high scores on positive and 
schizophrenia-specific symptoms, patients with the 
deficit syndrome were overrepresented in the group 
with severe negative, positive, and schizophrenia-spe- 
cific symptoms. These patients seemed sicker overall. A 
third cluster suggested by the data were patients with 
high scores on negative and positive symptoms but 
relatively lower scores on schizophrenia-specific symp- 
toms. In this group, too, the majority of the patients 
had the deficit syndrome. This requires further evalu- 
ation with larger samples. 

Whether different pathophysiology underlies these 
patient groups can be determined by neuroimaging 
studies. A subsample of the patients reported here have 
been studied with magnetic resonance imaging and pos- 
itron emission tomography procedures. Some predic- 
tions can be made on underlying pathology in view of 
Hughlings Jackson’s (14) hypothesis that negative 
symptoms emanate from structural brain lesions, 
whereas positive symptoms reflect disturbed physio- 
logic activity. The patients whose scores aggregate in 
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the high range on both the negative and positive symp- 
tom scales are likely to have the greatest number of 
structural and physiologic abnormalities, whereas the 
group scoring high on positive symptoms and low on 
negative symptoms should have primarily physiologic 
abnormalities. There is already some evidence that 
symptom type and severity are related to neuroana- 
tomic and neurophysiologic parameters (15). 

The findings in this study have limited generalizabil- 
ity to patients with schizophrenia who do not meet a 
set of exclusion criteria. We chose rather stringent cri- 
teria, since our research focuses on the study of brain 
function with relatively new methods. Thus, we aim to 
reduce the potential contribution of other factors that 
may affect regional brain structure and function and 
complicate the interpretability of the data on this het- 
erogeneous disorder. This emphasis on establishing 
sensitivity of methods to the presence of schizophrenia 
should be supplemented at a later stage by studies es- 
tablishing the specificity of findings. 
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Familial, Obstetric, and Other Clinical Correlates 
of Minor Physical Anomalies in Schizophrenia 


Eadbhard O’Callaghan, M.R.C.Psych., Conall Larkin, F.R.C.P.(C), 
Anthony Kinsella, F.I.S., and John L. Waddington, Ph.D. 


Objective: This study investigated possible antecedents of minor physical anomalies in 
schizophrenia, particularly in terms of obstetric and genetic factors, and demographic, c'in- 
ical and cognitive correlates of such anomalies in schizophrenia. Method: Forty-one outba- 
tients satisfying the DSM-III criteria for schizophrenia were examined for minor phys cal 
anomalies by using the Waldrop scale. These subjects were drawn from a group of 45 sach 
patients whose cognitive function had been previously evaluated with Trail Making Tests A 
and B and whose biological mothers had been interviewed for any history of obstetric 
complications or family history of schizophrenia. Results: Linear multiple regression anal-ssis 
showed that higher scores for minor physical anomalies were associated with impawed 
cognitive flexibility on Trail Making Test B, family history of schizophrenia in a first-degree 
relative, maternal history of obstetric complications, smaller number of siblings, later pzsi- 
tion in the birth order, and male sex. A family history of schizophrenia was particularly 
associated with abnormalities of the mouth. The association between minor physical anom- 
alies in the patients and obstetric complications in their mothers appeared to be confined to 
instances in which the mother had a history of bleeding in early pregnancy. Conclusions: 
Minor physical anomalies indicate early dysmorphogenesis in schizophrenia, particularly in 
males, which appears to be associated more reliably with genetic rather than obstetric factors 


and with cognitive impairment. 
(Am J Psychiatry 1991; 148:479-483) 


C urrent perspectives on schizophrenia as a neu- 
rodevelopmental disorder propose that unspeci- 
fied events act somewhere in the prenatal or perinatal 
period to bring about, through neuronal dysplasia, a 
failure to attain fundamental development of cerebral 
structure and function. The interaction between such a 
static lesion of very early origin and “normal” process- 
es of neuronal maturation then results in perhaps sub- 
tle premorbid features and, subsequently, in the emer- 
gence of more typical diagnostic symptoms (1, 2). Such 
notions have stimulated both empirical studies and eti- 
ological theorizing (3—6). 

One possibly important clue to developmental ab- 
normality in schizophrenia is the association of schizo- 
phrenia with minor physical anomalies. These slight 
anatomical abnormalities are believed to arise because 
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of events that occur during the early steges of embry- 
onic and fetal growth, possibly but not incontrovert- 
ibly during the first trimester, when most essential ec- 
todermal derivatives develop their basic structure (7). 
It has been reported in three studies (8—10) that these 
anomalies are more evident in schizophrenic patients 
(prominent in 31%—75% of subjects) tnan in normal 
individuals (prominent in 0%—13% of subjects). How- 
ever, the few studies of schizophrenia that have sought 
clinica] correlates of minor physical anomalies have 
produced inconsistent findings in relation to age at on- 
set, cognitive performance, and premortid functioning 
(9—11), and the possible antecedents o£ these abnor- 
malities remain essentially unexplored. 

Since minor physical anomalies are evident in some 
patients who have experienced prenatal insults (7), ob- 
stetric complications, which have been shown to occur 
in excess in the mothers of patients with schizophrenia 
(12, 13), might be antecedent factors. Alternatively, 
since minor physical anomalies are wicely reccgnized 
in genetically determined neurodevelopmental disor- 
ders such as Down’s syndrome (7), penetic factors, 
which are known to be important in the etiology of 
schizophrenia (14, 15), might be antecedents. The pur- 
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TABLE 1. Characteristics of 41 Schizophrenic Patients Divided . 


Into Two Groups on the Basis of Their Waldrop Scale Scores for 
Minor Physical Anomalies 





Patient Group 


Score=4 Score>4 

(N=30) (N=11) 
Characteristic Mean SD Mean SD 
Age (years) 32.3 8.1 34.0 5.6 
Age at onset (years) 22.9 6.1 23.8 3.8 
Birth order (firstborn=1) 31 21 28 19 
Number of siblings 49 26 3.7 2.2 
Trail Making Test A (seconds) 48.2 16.6 59.4 34.7 
Trail Making Test B (seconds) 107.4 40.1 155.5 88.3 


pose of the present study was to quantify minor phys- 
ical anomalies in a group of schizophrenic patients, to 
seek relationships witt. such putative antecedents, and 
to examine further their clinical correlates. A particu- 
lar hypothesis was that minor physical anomalies 
might be overrepreserted in patients whose mothers 
had experienced complications during pregnancy. 


METHOD 


The subjects of this study were 41 outpatients, rang- 
ing in age from 20 to 48 years, who were attending an 
outpatient clinic in Dublin. They satisfied the DSM-III 
criteria for schizophrenia on the basis of case note re- 
view and, where necessary, clinical interview by the 
study diagnostician (16), and they gave informed con- 
sent before participating in the study. The 41 subjects 
were drawn from a group of 45 patients, each of 
whom had a living biological mother who was willing 
to be interviewed in relation to the patient and his or 
her family. We had studied this group (16) for any 
associations of cognitive function with a history of ob- 
stetric complications in the mother, a family history of 
psychiatric disorder, ard vulnerability of the patient to 
tardive dyskinesia. Cognitive function was evaluated 
as the time (in seconds) taken to complete Trail Mak- 
ing Tests A and B (17), two visual scanning, visuomo- 
tor coordination, and cognitive flexibility tasks of 
known utility for such younger outpatient populations 
(18, 19). About 18 months atter the initial patient ex- 
aminations and interviews with the mothers, and with- 
out reference to the records of the previous assess- 
ments, the same investigator reexamined the patients 
for minor physical anomalies. Over the intervening pe- 
riod, two patients had committed suicide and two 
could not be traced. 

Patients were examined for minor physical anoma- 
lies by using the Waldrop scale (20, 21), which assesses 
morphological abnormalities of six body regions: the 
head, eyes, mouth, ears, hands, and feet. As in other 
studies that have used tais scale (11, 20), measurement 
of head circumference was suspended because of the 
lack of normative data. Although in our experience the 
Waldrop scale is not sensitive to the entire range of 
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minor physical anomalies encountered, it represents 
the prevailing standard pending development of an im- 
proved scale. os 

The biological mother of each patient had been in- 
terviewed in relation to her obstetric history and fam- 
ily psychiatric history as described previously (16). 
Briefly, she was interviewed first about her obstetric 
history when she was pregnant with the patient. A 
history of obstetric complications was specified as the 
presence of at least one “definite” complication as de- 
fined by the scale of Lewis et al. (22). We have recently 
validated the application of this scale to information 
obtained by maternal recall in a group of 21 patients 
for whom maternity hospital records were also avail- 
able (23). Each mother was asked whether she had 
abused alcohol or had taken any prescribed or illicit 
drugs during her pregnancy; there were no reports of 
such use. Second, a family tree of at least all first- and 
second-degree relatives of the patient was constructed, 
and for each relative a life history was taken for spec- 
ification of any psychiatric disorder. It has been re- 
ported that this procedure greatly increases the sensi- 
tivity of the family history method (24). A positive 
family history was defined as having a first-degree rel- 
ative with schizophrenia according to the Family His- 
tory Research Diagnostic Criteria (25). We also ascer- 
tained, from clinical records and the interview with the 
mother, the patient’s age at onset of schizophrenia (de- 
fined as first presentation to a psychiatric service), 
birth order (1=firstborn), and number of siblings. 

To examine the relation of variables to total score 
on the Waldrop scale, data were analyzed by linear 
multiple regression with a “‘t-directed search” method 
to determine the best or most parsimonious model 
(26). Subsequent univariate comparisons were made 
with Student’s t test or Fisher’s exact probability test 
(two-tailed), 


RESULTS 


The mean+SD score on the Waldrop scale for this 
patient group was 2.8+2.8; individual scores exceeded 
4 for 11 of the 41 patients. A cutoff score of greater 
than 4 has been used in several previous studies of minor 
physical anomalies (8, 9) and is based on the range of 
scores encountered in normal subjects. In the subgroup 
with Waldrop scale scores of 4 or less (N=30), there 
were 16 male patients and 14 female patients. Nine 
(30%) of the patients in this subgroup had family his- 
tories of schizophrenia, and 10 (33%) had mothers 
with histories of obstetric complications. In the sub- 
group with Waldrop scale scores greater than 4 (N= 
11), there were nine male and two female patients. Six 
(55%) had family histories of schizophrenia, and four 
(36%) had mothers who had had complications during 
pregnancy. Demographic and neuropsychological var- 
iables for the two subgroups are given in table 1. 

Coefficients for the final linear multiple regression 
model are shown in table 2, where each of these coef- 
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ficients has an absolute t value in excess of the 95% 
point of Student’s t distribution. Higher scores on the 
Waldrop scale were associated with poorer perfor- 
mance on Trail Making Test B, positive family history 
of schizophrenia, history of obstetric complications in 
the mother, smaller number of siblings, later position 
in the birth order, and male sex. The goodness of fit of 
the final regression model was satisfactory. 

Because of the apparent relationships between mi- 
nor physical anomalies and both family history of 
schizophrenia and history of obstetric complications in 
the mother, patients were subdivided into those to 
whom one but not the other, or neither, of these situ- 
ations applied. Fourteen patients had neither a family 
history of schizophrenia nor a mother who had had 
obstecric complications (meant+SD Waldrop score= 
1.8+2.3); 13 had family histories of schizophrenia but 
did not have mothers who had had obstetric compli- 
cations (mean score=3.5+3.0) (t=1.72, df=25, p< 
0.10, for the comparison); and 12 had mothers who 
had had obstetric complications but there was no fam- 
ily history of schizophrenia (mean score=2.9+2.6). 
Only two patients had both the family history and the 
maternal history. This number was too small for 
meaningful analysis. 

The patients who had family histories of schizophre- 
nia but whose mothers had not had obstetric compli- 
cations tended to have more body regions affected by 
minor physical anomalies than did the patients with 
neither the family history nor the maternal history 
(2.742.2 and 1.3+1.5 regions, respectively; t=1.91, 
df=24, p<0.10), while the patients whose mothers 
had had obstetric complications but who did not have 
family histories of schizophrenia had an intermediate 
number of body regions affected (2.1+1.7). Further- 
more, the patients with family histories of schizophre- 
nia whose mothers had had no obstetric complications 
were more likely to show minor physical anomalies of 
the mouth (present in eight of 13 such patients) than 
were the patients without the family history (mouth 
anomalies present in seven of 26 such patients: four of 
14 without the maternal history and three of 12 with 
the maternal history) (p<0.05, Fisher’s exact proba- 
bility test). Trends toward more frequent anomalies of 
the head and eyes in this same patient group failed to 
attain statistical significance. 

Or. reexamination of the mothers’ recall of obstetric 
complications, we found that scores on the Waldrop 
scale for the four patients whose mothers reported, 
among other things, a history of bleeding in early preg- 
nancy (two with bleeding at 9 weeks, one at 25 weeks, 
and one at an unspecified time) significantly exceeded 
the scores for the 10 patients whose mothers reported 
obstetric complications that did not include such an 
event (meant+SD scores=5.8+3.4 and 2.1+2.3, re- 
spectively; t=2.34, df=12, p<0.05). The latter score 
was virtually identical to that for the 14 patients who 
had neither a mother with obstetric complications nor 
a family history of schizophrenia. 
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TABLE 2. Linear Multiple Regression Model for C=rrelates of Wal- 
drop Scale Scores for Minor Physical Anomalies in 41 Schizo- 
phrenic Patients? 





Variable Beta SE t p 


Trail Making Test B 0.019 0.006 3.10 <0.01 
Family history of schizophrenia 2.355 0.779 3.02 <0.01 
Obstetric complications in the 


mother 2.372 0.800 2.97 <0.01 
Number of siblings —0.749 0.242 —3.10 <0.01 
Birth order 0.814 0.304 2.68 <0.02 
Sex —1.751 0.771 —2.27 <0.05 


Constant 0.502 
4R?2= 50.6%, adjusted R?=41.9%; residual df=3-. 


DISCUSSION 


Since the available evidence indicates that minor 
physical anomalies arise through processes which act 
during the early stages of embryonic and fetal life (7), 
the overrepresentation of these anomal:es in patients 
with schizophrenia (8—10) supports the view that this 
disorder is related to factors operating carly in devel- 
opment (1-6). Thus, identification of entecedents of 
minor physical anomalies might prov:de important 
clues to the causes of neurodevelopmentz] abnormality 
in schizophrenia. 

There was a significant association between minor 
physical anomalies in the patients and obstetric com- 
plications in their mothers. Obstetric complications 
are known to occur to excess ir: the motkers of patients 
with schizophrenia (12, 13), and it is established that 
anatomical malformations can sometimes arise from 
insults to the fetus in utero (7). Problematically, the 
great majority of obstetric complicat ons recorded 
from mothers’ recall or from maternity hospital rec- 
ords (e.g., cord prolapse, abnormal presentation, high 
forceps delivery, cesarean section, and postmaturity 
[22, 23]) concern the perinatal period, whereas minor 
physical anomalies are believed to reflea considerably 
earlier events. However, separating patzents with ma- 
ternal histories of obstetric complicat ons into two 
groups on the basis of whether or not the complica- 
tions included bleeding in early pregnancy (the one 
complication reliably reported to occu: considerably 
earlier in the course of pregnancy) indicated that the 
association between mothers’ obstetric complications 
and minor physical anomalies in thei: children de- 
pended substantially on a history of suzh bleeding. It 
appeared to have little relation to other, predomi- 
nantly perinatal events. Furthermore, this relationship 
need not be one of cause and effect (27) and could 
reflect the failure of the uterus to follow <arough on the 
threat to expel a conceptus with a preexisting malfor- 
mation (28). 

In this regard, we found minor physical anomalies to 
be strongly associated with a family his-ory of schizo- 
phrenia. Thus, to the extent that such tamilial associ- 
ation can be assumed to reflect heredi-ary processes, 
the genetic factors known to operate in the etiology of 
schizophrenia (14, 15) also appear to have a critical 
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association with embryonic/fetal dysmorphogenesis. This 
would be consistent with a substantial body of evi- 
dence that most previously recognized patterns of hu- 
man anatomical malformation, both major and minor, 
have a genetic basis and are associated with varying 
forms and severities of nervous system disorder (7). Since 
a recent investigation (10) noted that abnormalities of 
the mouth are the most common minor physical anom- 
alies in schizophrenia, the present study explored their 
topography in relation to these putative antecedents. 
The principal finding was both a greater number of 
body regions affected by mincr physical anomalies and 
a higher prevalence of mouth abnormalities in the sub- 
group of patients who had family histories of schizo- 
phrenia but whose mothers had not had any obstetric 
complications. This relationship suggests that familial/ 
genetic factors may determine not only the develop- 
ment of minor physical anomalies but also a particular 
topography of developmental abnormality. More spec- 
ulatively, it might suggest that the genetic factors rel- 
evant to schizophrenia are related in some way to 
those which determine oral morphogenesis. 

Higher scores for minor physical anomalies were 
found to be associated with poorer neuropsychological 
test performance. Previously, an “impairment index,” 
derived from a short battery of neuropsychological 
tasks that included the Trail Making Test, was found 
to be unrelated to Waldrop scale score (9). Also, Wal- 
drop scale score has been reported to be unassociated 
with measures of vigilance, selective attention, and ori- 
entation (10). However, the selective association we 
found was with poor performance on Trail Making 
Test B (rather than A), which places an additional de- 
mand on cognitive flexibility; this suggests some link 
between minor anomalies of body morphology and at 
least this aspect of cerebral dysfunction. 

Although one group of investigators (10, 11) re- 
ported that minor physical anomalies are associated 
with earlier age at onset of schizophrenia, we could 
find no evidence for such an association, either in all 
the patients or selectively in the male patients. How- 
ever, demographic and procedural differences between 
our study and the one reported by that group—in re- 
cording age of outpatients at first presentation to a 
psychiatric service as opposed to age of inpatients at 
first hospitalization—appear to vitiate attempts to 
compare them directly. Others have also failed to find 
any relation between minor physical anomalies and 
age at onset (9). 

In our study, minor physical anomalies were more 
evident in male patients. Although a recent study (10) 
did not note any sex differences in Waldrop scale 
score, that study involved a predominantly male group 
of state hospital inpatients rather than a more mixed 
outpatient group such as we studied, and thus the find- 
ings may not be comparable. The male brain is gener- 
ally more vulnerable to early insults (2, 29), and male 
sex appears to be associated with an unfavorable prog- 
nosis in schizophrenia (30, 31); in a recent family 
study, neurological abnormalities appeared more 
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likely to lead to schizophrenia in male subjects than in 
female subjects (32). 

We also found that scores on the Waldrop scale 
were greater for patients having a smaller number of 
siblings and a later position in the birth order of those 
siblings. This association of characteristics might arise 
if patients having the more evident minor physical 
anomalies were among the later born of a modest 
number of siblings because of greater maternal and/or 
paternal age at their conception. Greater parental age 
is associated with a greater likelihood of certain chro- 
mosomal abnormalities known to result in malforma- 
tions (7), and its status as a possible risk factor for 
schizophrenia has been reconsidered in the past few ` 
years (33). However, we could find no obvious differ- 
ences in either maternal or paternal age between pa- 
tients with and without minor physical anomalies. Al- 
ternatively, patients with the more evident minor 
physical anomalies might be among the last born of a 
modest number of siblings because of defective paren- 
tal fertility that arose through other, as yet unspecified, 
endogenous or environmental factors. These family in- 
dices may be a proxy for some more fundamental pro- 
cess or processes that regulate aspects of development 
and biological function. 

Correlates of minor physical anomalies identified in 
this study appear to show some parallelism with other 
neurodevelopmental perspectives on schizophrenia. 
Thus, evidence has been offered for an “inherited, con- 
genital neurointegrative defect” (‘‘pandevelopmental 
retardation” [34] or “pandysmaturation”’ [35]) in schizo- 
phrenia that is more related to genetic risk for schizo- 
phrenia than to obstetric complications and is associ- 
ated with cognitive disorder. Similarly, a recent study 
(36) has presented computed tomographic evidence for 
“multisite neural developmental deficits” in cerebral 
morphology that were also more related to genetic risk 
for schizophrenia than to obstetric complications in 
the mother. Such complications may be more associ- 
ated with other abnormalities in cerebral morphology, 
particularly increased ventricule size (13, 36). 

These results provide initial information on the re- 
lation of minor physical anomalies and developmental 


abnormality in schizophrenia to putative antecedent 


factors of etiological significance and suggest a greater 
role for genetic than for obstetric factors. Clearly, any 
specificity of such findings to schizophrenia cannot be 
determined in the absence of comparable data involv- 
ing other diagnostic groups. However, our data in- 
dicate the potential of this approach for clarifying 
further the nature of early events and resultant neu- 
rodevelopmental anomalies that appear to be involved 
in the subsequent emergence of this disorder. 
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Relation of CSF Neurotensin Concentrations 
to Symptoms and Drug Response of Psychotic Patients 


David L. Garver, M.D., Garth Bissette, Ph.D., 
Jeffrey K. Yao, Ph.D., and Charles B. Nemeroff, M.D., Ph.D. 


Objective: The authors investigated the putative endogenous antipsychotic neurotensin in 
relation to both psychotic symptoms and patterns of response during treatment with an 
antipsychotic drug. Method: Twenty recently admitted patients with mood-incongruent psy- 
choses underwent 1) interviews with the Schedule for Affective Disorders and Schizophrenia 
for diagnostic evaluation and symptom profiles, 2) drug-free baseline measurements of CSF 
neurotensin and homovanillic acid, and 3) close monitoring of a therapeutic trial of halo- 
peridol to determine latency of antipsychotic response. Results: A relative deficiency in CSF 
neurotensin was found in a subgroup of psychotic women whose clinical response to halo- 
peridol was delayed for 11 to 35 days after initiation of the neuroleptic. These patients had 
greater thought disorder, delusions-hallucinations, behavioral disorganization, and impaired 
functioning than did psychotic patients with higher CSF concentrations of neurotensin. 
Neurotensin concentrations increased during treatment with haloperidol. Conclusions: The 
study provides further evidence that there is diminished availability of neurotensin in some 
psychotic patients, with increases in neurotensin early in neuroleptic treatment. Exploration 
of neurotensin receptor agonists as a potentially novel class of antipsychotic compounds is 


suggested. 
(Am J Psychiatry 1991; 148:484488) 


eurotensin, an endogenous tridecapeptide, is 

found in the CNS. Its highest concentrations are 
in the hypothalamus, tne substantia nigra, the periaq- 
ueductal gray matter, and the limbic system, including 
the nucleus accumbens, septum, and amygdala (1, 2). 
High-affinity binding sites for neurotensin—putative 
neurotensin receptors—have been identified; these are 
also distributed heterogeneously in the mammalian 
CNS (3). 

A series of investigations have implicated neuroten- 
sin in the modulation of dopamine neurotransmission 
(4, 5). Mesencephalic dopamine perikarya are acti- 
vated by direct microinjection of neurotensin (6). Ap- 
plication of neurotensin to brain regions containing 
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mesocorticolimbic dopamine terminals and dopamine 
receptors has behavioral effects the opposite of those 
seen after administration of dopamine in these regions, 
although neurotensin does not affect dopamine D, 
binding kinetics (7, 8). 

Many of the effects of centrally administered neuro- 
tensin appear to be similar to those of classic neuro- 
leptic drugs. Although neurotensin does not bind to D, 
receptors (as do classic neuroleptic drugs), it seems to 
reverse the ultimate effects of signal transduction ini- 
tiated at D, receptors by dopamine. Like antipsychotic 
drugs, neurotensin induces catalepsy and inhibits dis- 
crete trial-conditioned avoidance behavior without se- 
dation (9, 10). Like neuroleptics, neurotensin increases 
the metabolic activity of presynaptic dopamine neu- 
rons (11). These findings suggest that neurotensin may 
have neuroleptic-like activity within the CNS. The 
data have been reviewed by Levant and Nemeroff (12). 

In a group of schizophrenic patients, Widerlov et al. 
(13) found a subgroup who had markedly lower CSF 
concentrations of neurotensin when they were in the 
drug-free state. In this subgroup, although age, course 
of illness, baseline global psychopathology, and degree 
of eventual improvement after taking neuroleptics 
were not correlated with neurotensin levels, 75% of 
the women but only 35% of the men had the lower 
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neurotensin values. No difference in neurotensin level 
was found between female and male control subjects. 
Treatment with neuroleptics was found to increase 
CSF neurotensin in the subgroup of patients with low 
pretreatment concentrations, but in the patients who 
did not have low levels of neurotensin when they were 
drug free, levels did not change after neuroleptic treat- 
ment. Two other studies (14, 15) have also revealed 
lower neurotensin concentrations in the CSF of drug- 
free schizophrenic patients. 

The purpose of this investigation was to study still 
another group of psychotic patients for deficits in CSF 
neurctensin and to characterize more carefully the sub- 
group who have low neurotensin levels. To do this we 
used DSM-III diagnostic criteria, profiles of specific 
schizophrenic symptoms (delusions-hallucinations, for- 
mal thought disorder, behavioral disorganization, and 
impaired functioning), baseline CSF homovanillic acid 
(HVA) levels, and differential patterns of response to 
drug treatment. 


METHOD 


Twenty patients with mood-incongruent psychoses 
and six comparison subjects of similar age entered the 
study after giving informed consent. Neither the pa- 
tients nor the comparison subjects had diagnosable 
medical illness, and none was taking medication for 
medical illness. The mean+SD age of the psychotic 
patients was 27.7+6.9 years (range= 19-44); 50% of 
the group were female. Although the patients were ad- 
mitted to inpatient services immediately before the 
study began, their present episodes of psychotic illness 
had lasted from 1 to 260 weeks (mean+SD=70.3+ 
91.0; in ambulatory status; it had been 2 weeks to 15 
years (meant+$D=4.8+4.0 years) since the onset of 
their first psychotic episodes. After the patients had 
been interviewed with the Schedule for Affective Dis- 
orders and Schizophrenia (SADS) (16), which was sup- 
plemented with information from collateral sources, 
they were given the following diagnoses according to 
DSM-III: schizophrenia (N=15), schizophreniform 
disorder (N=2), and psychotic, mood-incongruent 
affective disorder (N=3). We used the SADS summary 
scales (17) to develop a symptom profile for each 
patient. 

The patients had been free of neuroleptic drugs for 
at least 2 weeks before the initial CSF examinations. 
Lorazepam, in doses of 2-8 mg/day, was used to con- 
trol behavior during the neuroleptic-free study period. 

At the end of the neuroleptic-free period, between 
8:00 and 9:00 a.m., a lumbar tap at the L4-LS level 
was performed with the patient in the lateral decubitus 
position. CSF was withdrawn in 1-ml fractions, which 
were immediately immersed in dry ice and ethanol at 
the bedside. The CSF samples were refrigerated at —70 °C 
until transported on dry ice for assay of neurotensin 
and HVA. 

The neurotensin assays were performed as previ- 
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ously described (13—15) without knowledge of the di- 
agnoses of the patients. The samples of CSF were 
thawed, and duplicate 200-pl aliquots were placed in 
borosilicate glass tubes, lyophilized, and reconstituted 
in 200 pl of radioimmunoassay buffer. A standard 
curve of synthetic neurotensin was composed of unla- 
beled neurotensin serially diluted in artificial CSF (256 
to 1.25 pg of neurotensin per millilite:), which was 
lyophilized and also reconstituted in 209 ul of bufer. 
A primary neurotensin polyclonal antibcdy was added 
to the tubes to a final concentration of 1:12,000. This 
antiserum recognizes the midportion of the neurozen- 
sin molecule (Lys-Pro-Arg) with an ICs of 80 pg 
and a maximum sensitivity of 1.25 pg per tube. 
(!*3I|neurotensin was prepared by the =hloramine-T/ 
metabisulfate reaction and purified on a carboxymzth- 
ylcellulose column. Approximately 20,C00 counts per 
minute were added to the assay after tte primary an- 
tiserum and samples had been incubated at 4 °C foz 24 
hours. The following day, goat antirabsit second an- 
tibody was added to precipitate bounc radioactivity 
for 24 hours at 4 °C. The tubes were then centrifuzed, 
supernatants aspirated, and pellets counced on an LKB 
Rackgamma 1274 gamma counter. Results are re- 
ported as picograms of neurotensin per milliliter of 
CSF. The neurotensin assay reportec here had a 
mean+SD coefficient of variation of 14.2%+7.9% 
(N=6) at a range of 40-60 pg of neurozensin per mil- 
liliter of CSF. Neurotensin assays were done on milli- 
liters 7 and 8 of the lumbar CSF. HVA assays were 
done by high-pressure liquid chromatography (18) on 
CSF milliliters 5 and 6. 

We systematically examined drug response patterns 
in 19 of the 20 psychotic patients. Psychotic symptoms 
were scored serially on the modifiec New Haven 
Schizophrenic Index (19), which was administered at 
baseline and at least three times weekly throughout 
drug treatment. The standardized protocol (20) first 
evaluated the potential antipsychotic efects of lithium 
alone during a 2-week treatment perioc. Patients <las- 
sified as lithium responders showed as least a 35% 
reduction of baseline psychosis scores by day 14 of the 
lithium trial and went on to be discharged essentially 
symptom free (more than a 90% reduc-ion of psycho- 
sis scores} on a regimen of lithium alore, without any 
exposure to neuroleptics. Patients class fied as lithium 
nonresponders were subsequently started on haloper- 
idol. Patients who experienced a 55% reduction of 
psychotic symptoms in the first week of haloperidol 
treatment were designated as rapid aeuroleptic re- 
sponders. Patients who responded to Laloperido. but 
in whom a 55% reduction of psychotic symptoms did 
not occur until more than 7 days after the initiation of 
the drug were designated as delayed neurolepti=z re- 
sponders. A small group of patients who resvoaded 
neither to lithium nor to haloperidol were desigrated 
as residual responders or nonresponde-s (20). 

Four of the patients underwent a second lumbar 
puncture early in the course of drug -reatment. The 
second CSF sample from a patient with a schizophren- 
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FIGURE 1. CSF Neurotensin Levels of 20 Psychotic Patients and Six 
Comparison Subjects at Baseline and of the Patients in Relation to 
Drug Response Patterns and DSM-/'/ Diagnoses 
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iform disorder was obtained on day 14 of lithium 
treatment after an antipsychotic response to lithium 
alone. Three schizophrenic patients who did not re- 
spond to lithium also had second CSF samples with- 
drawn 7-14 days after initiation of treatment with 
haloperidol but, in each case, before achieving a 55% 
reduction of psychotic symptoms. 

We used Mann-Whitney U tests to test the signifi- 
cance of differences when inspection of the data sug- 
gested abnormal distributioris. Otherwise, we used 
Student’s t test in the data analyses. 


RESULTS 


The total group of 20 patients with mood-incongru- 
ent psychoses evidenced only a modest trend toward 
neurotensin levels lower than those of the comparison 
subjects (mean+$D=52.4412.5 and 59.1+12.6 pg/ 
ml, respectively; Mann-Whitney z=1.10, p=0.14, 
one-tailed), One of the comparison subjects, who had 
no evidence of psychiatric disease in himself or in his 
family, had a lower neurotensin level than all but one 
of the patients. However, the 10 psychotic women ap- 
peared to have lower neurotensin levels than the 10 
psychotic men (mean+SD=47.1+12.0 and 57.7411.2 
pg/ml, respectively; Mann-Whitney z=1.89, p=0.06, 
two-tailed) (figure 1). There was no significant associ- 
ation between age or length of illness (years since first 
episode) and neurotensin level in the total group of 
psychotic patients (r=0.06 and r=0.30, respectively) 
or in the male and female patients separately. 

Profiles of schizophrenia-related symptoms, con- 
structed from SADS summarv scores, were available 
for 18 of the 20 patients for the present episode of 
psychosis. The profiles indicated that the patients who 
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had neurotensin levels below the 40th percentile (more 
than one standard deviation below the mean for the 
comparison subjects) manifested more severe typically 
schizophrenic psychopathology than did patients with 
higher neurotensin concentrations. During the index 
episode of psychosis, the patients with neurotensin be- 
low the 40th percentile (N=8), compared to the pa- 
tients with higher neurotensin levels (N=10), had 
higher scores on formal thought disorder (mean+SD= 
30.1+14.3 and 11.8+12.9, respectively; t=2.23, df= 
16, p=0.01), behavioral disorganization (35.6+14.0 
and 19.7+14.9; t=2.23, df=16, p=0.04), and im- 
paired functioning (73.8+15.1 and 54.0+23.2; t= 
2.08, df=16, p=0.05). The patients with lower neu- 
rotensin concentrations also showed a trend toward 
higher scores on delusions-hallucinations during the 
entire psychotic episode (66.4+18.4 and 51.4+16.4, 
respectively; t=1.84, df=16, p=0.08) and significantly 
higher scores on delusions-hallucinations during the 
week preceding the lumbar tap (49.6+13.6 and 32.3+ 
11.9; t=2.87, df=16, p=0.01). Although there was an 
excess of women in the group with low neurotensin 
levels (five women and three men), scores on the SADS 
summary items of formal thought disorder, behavioral 
disorganization, impaired functioning, and delusions- 
hallucinations during the episode did not differ signifi- 
cantly between the total group of psychotic women 
and the total group of psychotic men (t=0.05, t=0.24, 
t=1.70, t=0.92, respectively, df=16, p>0.10). It should 
also be noted that no trends toward differences in af- 
fective symptoms (either depressive or manic) or dif- 
ferences in anxiety profiles between the group with 
lower neurotensin levels and the remainder of the pa- 
tients emerged. 

When we grouped the psychotic patients according 
to their DSM-III diagnoses, we found that the neuro- 
tensin levels of the 15 patients with schizophrenia did 
not differ from those of the other patients (mean+SD= 
51.0+12.1 and 56.4+14.2 pg/ml, respectively; Mann- 
Whitney z=0.57, p=0.56) (figure 1). However, the 
seven schizophrenic women had a significantly lower 
neurotensin level (43.6+11.0 pg/ml) than the eight 
schizophrenic men (57.6+9.3 pg/ml) (Mann-Whitney 
2=2.31, p=0.02). 

Nineteen of the 20 psychotic patients underwent 
systematic drug trials with lithium, followed by halo- 
peridol for those who did not respond to lithium, as 
reported previously (20). Seventeen of the patients re- 
sponded to drug treatment and could be classified as 
lithium responders, rapid neuroleptic responders, or 
delayed neuroleptic responders. Six of the patients ei- 
ther responded to lithium or responded within the first 
7 days of subsequent haloperidol treatment. Eleven of 
the patients had a delayed response to haloperidol af- 
ter failure to respond to lithium (20). 

As we have noted, low CSF neurotensin values ap- 
peared primarily among the female psychotic patients. 
Among these patients, a particular drug response pat- 
tern—delayed response to neuroleptic—appeared to 
discriminate the women whose baseline neurotensin 
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levels were below the 40th percentile of the patients 
and more than one standard deviation below the mean 
of the comparison subjects from the women with 
higher neurotensin levels. The six women who had a 
delayed response to neuroleptic (requiring 11-35 days 
to reach a 55% improvement in psychotic symptoms) 
had a mean+SD baseline neurotensin level of 39.5+ 
8.0 pg/ml, while the four women with other response 
patterns (to lithium or, subsequently, within the first 5 
days, to haloperidol) had a baseline neurotensin level 
of 58.4+6.0 pg/ml (t=4.02, df=8, p=0.002) (figure 
1). No such differences in drug response were found in 
the male patients; the five men with a delayed response 
to neuroleptic had a baseline neurotensin level of 
60.5+10.1 pg/ml, while the male lithium responder 
and the male rapid neuroleptic responder had a level 
of 58.4+22.7 pg/ml (t=0.19, df=5, n.s.). 

The three patients with mood-incongruent affective 
disorders (two female and one male) had baseline CSF 
neurotensin levels of 66.0, 57.0, and 42.3 pg/ml, re- 
spectively. Neither of the women had responded to 
lithium, but they responded within the first 4 days to 
the subsequent neuroleptic trial (rapid responders); the 
male patient responded to lithium and therefore did 
not receive a neuroleptic trial. One of the two patients 
with schizophreniform disorder, a man with a baseline 
neurotensin level of 74.4 pg/ml, also responded to lith- 
ium; the female patient (42.5 pg/ml) failed to respond 
to lithium but responded to a neuroleptic after the 
16th day of treatment (delayed responder). 

Baseline, drug-free CSF HVA levels were available 
for 14 of the 20 patients and for the six comparison 
subjects. The HVA concentrations ranged from 51 to 
171 pmol/ml (mean+SD=100.4+36.8) in the mood- 
incongruent psychotic patients and from 99 to 322 
pmol/ml (192.0+74.7) in the comparison subjects (t= 
3.74, df=18, p=0.002). The men who were delayed 
responders (N=4) had a baseline HVA level of 94.8+ 
38.8 pmol/ml; the female delayed responders (N=5) 
had an HVA level of 86.0+17.8 pmol/ml (t=0.45, 
df=7, p=0.30). The remainder of the patients (N=5) 
had a CSF HVA level of 119.4+46.9 pmol/ml. 

For the total group of psychotic patients, HVA and 
neurotensin levels were poorly correlated (r=0.32, 
df=12, p>0.10). For the delayed responders there was 
a slight trend toward a positive correlation in the four 
men (r=0.85, df=2, p<0.15) but not in the five 
women (r= —0.52, df=3, n.s.). 

Finally, of the four patients who underwent a second 
lumbar puncture, the patient with a schizophreniform 
disorder had already fully responded to lithium at the 
time of the second sampling (day 14 of lithium treat- 
ment). He evidenced a small decrease in neurotensin 
concentration from baseline (74.4 pg/ml) to day 14 of 
treatment with lithium alone (68.3 pg/ml). In contrast, 
the three schizophrenic patients who failed to respond 
to lithium underwent the repeat CSF examination be- 
fore they had shown a 55% response to haloperidol. 
One of these neuroleptic-treated patients, reexamined 
on day 7 of haloperidol treatment, had a 68% increase 
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in neurotensin (from 24.6 pg/ml to 41.4 pg/ml) at the 
time of the second tap, although she hax only a 5% 
reduction (from baseline) of her psychosis scores; she 
did not have a 55% reduction from her baseline psy- 
chosis scores until day 18 of haloperidol treatment. A 
second neuroleptic-treated patient had a repeat CSF 
sampling on day 13 of haloperidol treatrrent, at which 
time she showed a 48% reduction of psychotic symp- 
toms; 2 days later she met the 55% criterion for anti- 
psychotic response. Her increase in neu-otensin level 
from baseline was modest (from 44.7 pg/ml to 49.6 
pg/ml, or 11%). The third patient who consented to a 
second lumbar puncture while being treated with halo- 
peridol never responded to haloperidol (or to lithium). 
This male patient showed an increase in neurotensin 
level on day 14 after initiation of haloperidol (from 
46.6 pg/ml at baseline to 64.7 pg/ml, or 39%), at 
which time there was but a 5% improvement. In sum- 
mary, all three patients who were treated with halo- 
peridol and had second lumbar punctures showed a 
haloperidol-associated increase in neurotensin (mean+ 
SD increase=39.3% +28.5%) that was zot positively 
correlated with clinical status but appeared to precede 
response in the two patients who subsequently showed 
a 55% or greater response. In contrast, no such in- 
crease in neurotensin occurred in the patient with 
schizophreniform disorder after successful treatment 
with lithium. 


DISCUSSION 


Prompted by a myriad of preclinical studies that 
have used multidisciplinary approaches to demon- 
strate interactions of neurotensin with CNS dopamine 
systems (4-7, 11) and antipsychotic-like effects of this 
peptide in animals (8—10, 12), we previously docu- 
mented reductions in CSF neurotensin concentrations 
in drug-free schizophrenic patients (13-15). In the 
present study we sought to determine the clinical char- 
acteristics of psychotic patients with lov neurotensin 
concentrations. In keeping with our previous results, 
neither age nor duration of illness was correlated with 
neurotensin concentration. Our data suggest that a 
low level of neurotensin may be associated with a de- 
layed but significant response to treatment with an an- 
tipsychotic drug. The data also suppor: previous ob- 
servations that the decrement in neurozensin may be 
limited to female patients with such a pattern of drug 
response. Moreover, the psychotic patients who had 
low neurotensin concentrations (below the 40th per- 
centile for psychotic patients) exhibited more halluci- 
nations, delusions, thought disorder, and behavioral 
disorganization than did the other psychotic patients. 
In all three patients who underwent a second lumbar 
puncture soon after initiation of haloperidol treat- 
ment, increases in neurotensin were observed before 
the major clinical antipsychotic effects. Such an in- 
crease in neurotensin had been observed previously 
(13), and this phenomenon in humans may represent 
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the homologue of the well-documented increase in 
neurotensin concentration observed in the nucleus ac- 
cumbens and caudate aucleus of rodents after antipsy- 
chotic drug treatment (21), an effect which persists up 
to 8 months (22), 

These findings have important implications. First, 
they add further evidence of diminished availability of 
neurotensin in some drug-free schizophrenic patients. 
Second, they suggest that neuroleptic drugs such as 
haloperidol increase CSF neurotensin. Third, they also 
suggest that lipophilic neurotensin agonists which 
readily cross the blood-brain barrier need to be devel- 
oped. Such a potentially novel class of antipsychotic 
compounds may be particularly desirable because of 
their lack of effects on nigrostriatal dopamine neurons 
that are believed to produce extrapyramidal side ef- 
fects and tardive dyskinesia. 
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Outcome of Involuntary Medication 
in a State Hospital System 


Francine Cournos, M.D., Karen McKinnon, M.A., and Barbara Stanley, Ph.D. 





Objective: The purpose of the study was to examine the course of involuntarily admin- 
istered medication in a state hospital population. Method: The authors retrospectively ex- 
amined the records of all 51 involuntarily medicated patients in six state hospitals in Mew 
York City in a single calendar year. Clinical course was recorded for the period of invowin- 
tary medication and for 12 months thereafter. These patients were compared to 51 patients 
on the same wards who accepted medication. Results: Clinicians assessed involuntarily 
medicated patients as more dangerous to themselves or others and less delusional after 
treatment than the comparison patients. Long-acting intramuscular antipsychotics were pre- 
scribed more frequently for involuntarily medicated patients. No differences were observed 
in rates of discharge, outpatient cooperation, or rehospitalization. Half of the patients in 
both groups remained continuously institutionalized, and of those who left the bospital, only 
30% of the involuntarily medicated group and 40% of the comparison group took medi- 
cation as outpatients. Conclusions: For these chronically severely ill patients, involuntary 
medication did not appear to enhance insight or cooperation or result in rapid return ta the 
community. Involuntary medication is often a necessary short-term, in-hospital management 
strategy, but it does not replace the need to develop comprehensive, long-term inpatient and 


community-based approaches to the management of treatment refusal. 


(Am J Psychiatry 1991; 148:489-494) 


Ithough the right of committed patients to refuse 

medication has now been asserted for a decade 
(1), we know little about what happens after a course 
of involuntary treatment (2). The rationale for invol- 
untary medication is that it is in the best interest of the 
patient, will improve the patient’s contact with reality 
and diminish dangerousness to self and others, will 
help the patient acknowledge the need for continued 
treatment, and will ultimately yield better treatment 
compliance. Most studies of involuntary medication 
focus on patients’ reasons for refusing medication. Re- 
fusal may be based on the patient’s illness, such as 
psychotic ideas about medication or denial of illness 
(2-7); legitimate complaints about the treatment itself, 
including severe side effects or lack of efficacy (3, 8); or 
the patient’s personality, such as the desire to maintain 
control (2, 5). However, studies have not examined 
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whether our assumptions about the long-term effects 
of involuntary medication are valid. 

While involuntarily medicated patients may later ex- 
press positive feelings about their treatment (6, 9), the 
frequency with which such patients continue to take 
medication after discharge is not knowr. Previous out- 
come studies have been rare and long-term follow-up 
has been neglected. In a small-scale stucy involving 10 
state hospital patients, patients who refused medica- 
tion remained hospitalized longer and were rehospital- 
ized sooner than those who consented (5), Medication 
compliance after discharge did not appear to differ 
from that of matched control subjects. 

Most of the landmark legal decisions about invol- 
untary treatment grew out of cases in state hospitals 
(1, 10). For this reason it is important to study the 
outcome of involuntary medication among patierts in 
this setting. 

This retrospective study examined the inpatient and 
outpatient histories of a group of staze hospital pa- 
tients who had completed a ccurse of involuntary med- 
ication and compared their outcomes to those of a 
group of matched patients who compied with medi- 
cation in the hospital. We sought to determine whether 
involuntarily medicated patients would be 1) less likely 
to leave the hospital within the study period or have 
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TABLE 1. Demographic and Clinical Characteristics of Involun- 
tarily Medicated and Comparison Patients 


Index Comparison — 
Patients Patients 
(N=51) (N=51) 
Ttem N % N % 
Sex 
Men 31 60.8 31 60.8 
Women 20 39.2 20 39.2 
Ethnic group 
„Black 22 43.1 26 51.0 
White 22 43.1 15 29.4 
Hispanic 6 11.8 10 19.6 
Asian 1 2.0 0 0.0 
Graduated from high school 26 51.0 23 45.1 
Never married 30 58.8 25 49.0 
Admission diagnosis : 
Schizophrenia 36 70.6 26 51.0 
Schizoaffective disorder 2 3.9 5 9.8 
Affective disorder 2 3.9 3 5.9 
Organic disorder or 
dementia 2 3.9 2 3.9 
Other psychiatric disorder 9 17.6 14 27.5 
Unknown 0 0.0 1 2.0 
Psychotic symptoms reported 
on admission 
Thought disorder 4 7.9 7 13.8 
Hallucinations 8 15.7 11 21.6 
Delusions 25 49.0 21 41.2 
Primary clinical indication for 
treatment 


Dangerous to self or others* 45 88.2 37 72.5 
Inadequate self-care, 
regressed 18 35.3 24 47.1 
Dangerous to others 15 29.4 11 21.6 
Worsening medical condi- 
tion because of inabil- 


ity to care for self 10 19.6 1 2.0 

Suicidal 2 3.9 1 2.0 
Severe mental illness, not 

dangerous 6 11.8 14 27.5 


Significant difference between groups (x7=4.00, df=1, p<0.001). 


significantly longer lengths of stay in the hospital, 2) 
more likely to refuse other inpatient care such as food, 
personal hygiene, and medical treatment in addition to 
psychiatric medication, 3) less likely to comply with 
outpatient treatment after cischarge, and 4) more 
likely to be rehospitalized during the follow-up period. 


METHOD 


We examined the treatment histories of patients in- 
voluntarily hospitalized and medicated in the six state 
hospitals for adults in New York City, comprising ap- 
proximately 4,300 beds. Inpatient and outpatient 
records of all 51 patients who received administrative 
approval for involuntary medication during the 12- 
month period from Jan. 1 to Dec. 31, 1985, were re- 
viewed. Fifty-one patients matched for hospital ward 
and legal status at the time of the index patients’ first 
clinical evaluation for involuntary medication were se- 
lected as a comparison group. Ward was selected as a 
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matching variable in order to control for effects of staff 
attitudes toward the use of involuntary medication. 
Legal status was selected to control for severity of ill- 
ness, since the literature indicates that involuntary pa- 
tients may be more severely ill than voluntary patients 
(11-13). Records from admission through the 12 
months after termination of the index patients’ invol- 
untary treatment approval period were reviewed for 
both patient groups. At the time of the first evaluation 
for involuntary medication, 40 (78.4%) of the index 
patients had civil commitment status, six (11.8%) had 
criminal commitment status, and five (9.8%) were vol- 
untary. Matched patients had identical legal status at 
the time of the first evaluation. However, the few vol- 
untary index patients were converted to involuntary 
status, as required by New York State regulations, be- 
fore the final involuntary medication approval was 
given. 

Legal status on admission was only slightly different 
in the two groups. Thirty-seven (72.5%) involuntarily 
medicated patients had civil commitment status, and 
10 (19.6%) had criminal commitment status; only 
four (7.8%) were voluntarily admitted. Among the 
comparison group, 35 (68.6%) had civil commitment 
status, six (11.8%) had criminal status, and seven 
(13.7%) were voluntarily admitted. Three (5.9%) of 
the matched patients had unknown legal status on ad- 
mission. Thus, to the extent that involuntary admis- 
sion correlates with greater severity of illness, the 
two patient groups were not significantly different on 
admission. 

Data were collected by reviewing all documents gen- 
erated by the involuntary treatment procedure, includ- 
ing clinical evaluations and final outcome reports, and 
patients’ charts. For the comparison group, all data 
were obtained from patients’ charts. In-hospital med- 
ication compliance was measured by reviewing nursing 
records, which documented the medications ordered 
and the frequency with which patients accepted them. 
Outpatient compliance was determined by review of 
outpatient charts. All inpatient data were derived from 
New York State hospital records. Chart reviews were 
supplemented with data from the State Office of Men- 
tal Health’s computerized patient information system. 

The fourth and final judgment regarding involuntary 
medication for all state hospital patients in New York 
City in 1985 was made by a physician under the clin- 
ical administrative review procedure used at that time 
in New York State. The review procedure and subse- 
quent changes have been described elsewhere (14). 


RESULTS 


Fifty-two applications for involuntary medication 
were made during 1985. This represents 0.37% of the 
total number of patients in treatment in New York 
City’s adult state hospitals during the 1-year period. 
One patient’s objection to involuntary medication was 
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TABLE 2. Inpatient Medication and Compliance of Involuntarily Medicated and Comparison Patients 


Total 
(N=102) 
Item N % 
Inpatient antipsychotic medications (N=68) 
Intramuscular depot antipsychotic 28 27.5 
Oral antipsychotic 40 39.2 
Inpatient medication noncompliance 
3 months before index patient’s involuntary 
medication (N=92) 
>90% 24 23.5 
Intermittent 15 14.7 
<10% 53 52.0 
Period for which index patient’s involuntary 
treatment was approved (N=87) 
>90% 8 7.8 
Intermittent 19 18.6 
<10% 60 58.8 
Hospitalization within the 12 months after end 
of index patient’s treatment approval period 
(N=76) 
>90% 7 6.9 
Intermittent 12 11.8 
<10% 57 55.9 
Noncompliance with other inpatient care 
Refused bathing/other self-care (N=101) 37 36.3 
Refused to eat (N=101) 24 23.5 


Refused medical evaluation/treatment (N=100) 47 46.1 
Improvement in delusions with antipsychotics 


(N=32) 
Intramuscular depot antipsychotic 17 16.7 
Oral antipsychotic 15 14.7 


*Yates’ correction for continuity. 


upheld. Thus, 51 patients (98%) received adminis- 
trative approval for involuntary medication. Thirty 
(58.3%) patients received approval for 3 months, nine 
(17.5%) for 6 months, five (9.8%) for 9 months, four 
(7.8%) for 12 months, and three (5.9%) for more than 
1 year. 

The 51 matched patients were compared with the 51 
patients who were involuntarily medicated. The pa- 
tient groups were not significantly different on any de- 
mographic variable. The mean+SD ages of the index 
and comparison groups were 46.5+15.7 and 44.5+ 
16.0 years. Furthermore, the clinical profiles of the 
index and comparison groups were similar in terms of 
known admission diagnosis, psychotic symptoms, and 
number of previous total (5.0+4.7 versus 5.1+5.1) 
and involuntary (2.0+2.1 versus 2.5+4.6) psychiatric 
hospitalizations. However, involuntarily medicated 
patients were more frequently reported by clinicians as 
being dangerous to themselves or others than were the 
matched patients (table 1). 

Not surprisingly, despite similar diagnoses, the pa- 
tient groups differed significantly in the frequency with 
which they were given depot intramuscular versus oral 
antipsychotic medication (table 2). 

Although intermittent medication refusal was ob- 
served in both groups, persistent refusal, as expected, 
was significantly more common among the involun- 
tarily medicated group than the comparison group. 


Am J Psychiatry 148:4, April 1991 








Index Comparison 
Patients Patients Chi-Square 
(N=51) (N=51) Analysis 
N % N % x? df p 
17.18 1 <0.0001 
24 47.1 4 7.9 
14 27.5 26 $1.0 
35.12 2 <0.9001 
23 45.1 1 2.0 
11 21.6 4 7.8 
14 27.5 39 76.5 
18.00° 2 0.0001 
7 13.7 1 2.0 
17 33.3 2 3.9 
24 47.1 36 70.6 
14.297 2 0.0008 
7 13,7 0 0.0 
10 19.6 2 3.9 
23 45.1 34 66.7 
19 37.3 18 35.3 0.02 1 0.90 
16 31.4 8 15.7 3.29 1 0.07 
30 58.8 17 33.3 5.84 1 0.02 
2.34% 1 0.13 


Persistent refusal] was defined as a rate of more than 
90% noncompliance with prescribed medications in a 
given period. 

Although differences on other measures of compli- 
ance failed to reach significance, there appeared zo be 
a tendency among patients who refused medication to 
be more reluctant to accept other forms of patient care, 
particularly food. No differences were observed in the 
number of occasions of restraint or seclusion. 

Of the four involuntarily medicated patients with 
documented thought disorder on admission, two 
showed improvement in that symptom at the end of 
the involuntary medication period. Of the seven 
matched patients with documented thought disorder, 
two were reported improved. Of the eight involun- 
tarily medicated patients with documeated hallucina- 
tions, five had improvement in that symptom, while 
five of the 11 matched patients with documented hal- 
lucinations on admission were reported improved. 
These differences were not statistically significant. Of 
the 25 involuntarily medicated patients with docu- 
mented delusions on admission, 15 (6C.0%) were less 
delusional, while only five (23.8%) of the 21 matched 
patients with documented delusions on admission 
were reported improved. This difference was statisti- 
cally significant (x“=6.09, df=1, p<0.02). This differ- 
ence was not explained by intramuscular versus oral 
antipsychotic medication. 
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TABLE 3. 12-Month Outcome of Involuntarily Medicated and Comparison Patients 


All Subjects 


Index 
(N=51) 

Outcome N % 
Continuously institutionalized 24 47.1 

Hospital 21 41.2 

Nursing home 3 5.9 
Died because of medical illness while 

inpatient 2 3.9 
Discharged, follow-up available 23 45.1 

Eloped without outpatient plan 4 7.8 

Refused outpatient referral 4 7.8 


Refused outpatient referral, died by 
suicide 1 
Never attended clinic 4 
1 or 2 clinic visits only 2 
Complied with visits but nət medication 1 2.0 
Complied with visits and medication 7 
Discharged, no follow-up 2 
Outpatient records unavailable 1 
No outpatient medication prescribed; 
patient to seek substance abuse 
treatment 1 2.0 


The median length of stay for the overall hospital 
population was 52 days. The involuntary groups we 
examined had considerably longer stays. Involuntarily 
medicated patients had a mean+SD hospital stay of 
35.7+43.1 months. Matched patients had a mean stay 
of 66.5+123.8 months. Although there was a large 
between-group difference, it was not statistically sig- 
nificant because of the large standard deviations. 

Table 3 summarizes rates of attendance at outpa- 
tient facilities after discharge, medication compliance, 
and rehospitalization for both patient groups. There 
were no significant differences in postdischarge out- 
come between those who were involuntarily medicated 
and those who accepted medication voluntarily. 

After 12 months, approximately one-half (N=24, 
47.1%) of the involuntarily medicated patients re- 
mained institutionalized. When the two patients for 
whom follow-up was not relevant or available (one 
was not prescribed medication, one had no available 
records) were excluded, only seven (30.4%) of the 23 
involuntarily medicated patients who left the hospital 
complied with clinic visits and accepted medication. 
After 12 months, 27 (52.9%) of the matched patients 
were still institutionalized. Of 20 who left the hospital 
and for whom follow-up was available, only eight 
(40%) complied with clinic visits and medication, 

Rehospitalization rates were derived from the New 
York State hospital inpatient database and records. 
Non-state-hospital records could not be obtained. One 
involuntarily medicated patient was rehospitalized af- 
ter 9.7 months despite compliance with outpatient 
medication. Four outpatient, medication-compliant 
matched patients were rehospitalized after a mean of 
11.9+4.6 months. These rates were not statistically 
significant. 
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Rehospitalized Subjects 


Comparison Index Comparison 
(N=51) (N=7) (N=8) 

N % N -. %&% N % 

27 52.9 

23 45.1 
4 7.9 
0 0.0 0 0.0 0 0.0 

20 39.2 6 85.7 8 100.0 
5 9.8 1 14.3 1 12.5 
1 2.0 2 28.6 0 0.0 
0 0.0 0 0.0 0 0.0 
4 7.8 1 14.3 2 25.0 
2 3.9 1 14.3 1 12.5 
0 0.0 0 0.0 0 0.0 
8 15.7 1 14.3 4 50.0 
4 7.8 1 14.3 0 0.0 
4 7.8 1 14.3 0 0.0 
0 0.0 0 0.0 0 0.0 

DISCUSSION 


The large state hospital system in New York City 
appears to reserve the use of involuntary medication 
for the patients who most persistently refuse medica- 
tion and who are also considered dangerous to them- 
selves or others. Although the median length of stay 
for all state hospital patients was 52 days, the average 
patient approved for involuntary medication had al- 
ready been in the hospital for 17.5 months. Compar- 
ison patients also had long stays because they were 
selected from the same wards as the patients who had 
refused medication, and, generally speaking, these 
were units designated for long-term care rather than 
for newly admitted patients. Patients for whom formal 
petitions for involuntary medication were made may 
have exhausted most other treatment options. 

This study, then, compared two groups of long-stay 
involuntary patients: those who refused both hospital- 
ization and medication and those who refused hospi- 
talization but, once institutionalized, complied with 
medication. Involuntarily medicated patients were re- 
ported to be significantly less delusional than matched 
patients at the end of the involuntary treatment period. 
This difference was not explained by greater use of 
depot medications. This benefit must be interpreted 
with caution. The difference in improvement rates may 
be biased, since extensions of involuntary medication 
were granted on the basis of clinicians’ progress re- 
ports. Furthermore, while delusions were reportedly 
ameliorated after a course of involuntary medication, 
improvement had no impact on long-term outcome. 

A course of involuntary medication did not appear 
to have either a negative or a positive effect on long- 
term outcome. We did not find significant differences 
in hospital course or outpatient compliance between 
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the two patient groups. Whether or not they complied 
with in-hospital medication, 60%—70% of patients 
were resistant to continuing treatment after discharge. 

This study could have underestimated treatment 
compliance, since patients who left the hospital with- 
out consent and never reentered the state system may 
have sought treatment elsewhere. However, it is more 
likely that the number of patients discontinuing treat- 
ment is an underestimate, since outpatient medication 
compliance records were based on patient self-reports. 
Our results are consistent with previous findings of a 
long-term unwillingness among committed patients to 
engage in follow-up services (12). Patients’ resistance 
was also reflected in refusal of food, self-care of per- 
sonal hygiene, and medical treatment while in the hos- 
pital, which occurred among patients who accepted 
psychotropic medication as well as those who rejected 
it. 

Involuntarily medicated patients were more likely to 
persistently refuse medication as inpatients and to re- 
ceive treatment with long-acting, intramuscular anti- 
psychotic drugs. Psychiatrists appear to prescribe long- 
acting antipsychotics to avoid continuous confrontation 
between the patient and the nursing staff or to ensure 
that the patient does not evade the medication in pill 
form. This desire to be certain that patients receive 
medication may follow from the apparently dire status 
of the illness presented to clinicians; 88.2% of invol- 
untarily medicated patients were dangerous to them- 
selves or others. This is consistent with the evidence 
that of patients who refuse medication, those who 
reach the formal review process are more severely ill 
than are those who can eventually be persuaded by 
clinicians to accept medication and those discharged 
without receiving a course of medication (15). 

With the severely ill population studied, involuntary 
medication appeared to be a necessary management 
tool for in-hospital care (14); but for most, it did not 
result in rapid return to the community or later com- 
pliance with medication. For many long-stay chronic 
patients, a course of involuntary medication in the hos- 
pital appears to be a short-term strategy that does not 
produce the insight and cooperation that psychiatrists 
hope to achieve. 

Although some investigators have found that com- 
mitted patients later accept voluntary hospitalization 
(16, 17) and that involuntarily medicated patients later 
express agreement with the need for treatment (9), 
those studies were performed in general hospital set- 
tings with less chronic patients and did not examine 
medication compliance. Our study was conducted in 
state hospitals with a chronic mentally ill population. 
Among the chronic mentally ill, treatment refusal may 
be associated with severe illness incompatible with 
rapid discharge, and even when discharge is possible, 
may be associated with persistent refusal despite im- 
provement with medication. The patients we studied 
had numerous previous psychiatric hospitalizations, 
many of which were involuntary. Medication refusal 
may reflect a well-entrenched pattern of resistance to 
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treatment. In that case the results of this study suggest 
that it may be counterproductive to wait to intervene 
only when refusal is persistent and the patient is chron- 
ically ill and that earlier intervention may be more 
successful. Alternatively, these patiente may have a 
more severe form of illness (15) that might affect their 
appreciation of the need for treatment even if there is 
symptom improvement with medicatior. 

Our findings suggest that it may be important to 
consider alternatives for the long-term management of 
patients who refuse treatment. When treatment refusal 
has become a chronic pattern, those in reed of contin- 
ued care could be considered for an expanded use of 
outpatient commitment (18-20). However, not all pa- 
tients who refuse treatment are appropriate for aggres- 
sive intervention in or out of the hosp-tal, either be- 
cause they are competent to reject care cr can function 
adequately, if not optimally, even without treatment or 
because the treatment does not produce sufficiently ben- 
eficial therapeutic results. For these patients we need to 
consider more successful strategies of engegement includ- 
ing provision of sanctuary without treatment in the com- 
munity. Sanctuary could provide shelter and food while 
clinicians work to encourage patients tc accept mental 
health services. 

While we obtained 12-month follow-up data oa 50 
(98%) of 51 patients who had complered a course of 
involuntary medication in a state hospital and on 47 
(92%) of 51 matched comparison subjzcts, this study 
was retrospective in nature and thus limited in terms of 
the factors that could be explored and the ability to 
make causal inferences. We examined cnly committed 
patients whose stays were far lorger tian the typical 
state hospital patient’s. In addition, we did not exam- 
ine routine refusals that were allowed by staff; our 
system reserves involuntary medicaticn for chronic, 
persistent refusal within a population so severely and 
chronically ill that they may be least likely to respond 
to the intervention. We urge the prospective examina- 
tion in both inpatient and outpatient settings of the 
issues we have described here in order to develop bet- 
ter models for addressing medication refusal among 
severely mentally ill patients. 
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Clinical Features of Cocaine-Induced Paranoia 


Sally L. Satel, M.D., Steven M. Southwick, M.D., and Frank H. Gawin, L.D. 





Objective: The authors’ objective was to assess the frequency and nature of coccine- 
induced paranoia. Method: They interviewed 50 cocaine-dependent men consecutively ad- 
mitted to a 28-day rehabilitation program. Results: Thirty-four (68%) of the 50 mer: re- 
ported highly distressing transient paranoid states in the context of cocaine use. The men 
who experienced paranoia did not differ from those who did not in age, race, or measures of 
cocaine use. The mean duration and amount of cocaine use before development of paraxoia 
of the men who reported paranoia were not significantly different from the mean lifetime 
duration and amount of cocaine used by the men who did not report paranoia. Paravoia 
became more severe and developed more rapidly with continued cocaine use. Conclussons: 
The transient paranoid state appears to be a common feature of cocaine dependence and does 
not seem to be simply a result of exceeding a threshold of use. Rather, affected indivic'uals 
might possess a predisposition to this drug-induced state. The fact that paranoia became 
more severe and developed more rapidly with continued drug use is consistent with a sen- 
sitization model of cocaine-induced paranoia. In vulnerable individuals, limbic sensitizetion 
may underlie its expression, but localization to a specific brain region is speculative. Quantity 
of use and route of administration do not appear directly to predispose to this phenomenon. 
Future investigations must be aimed at uncovering the markers and meaning of vulneraoility 
to transient paranoia in heavy cocaine users. 





(Am J Psychiatry 1991; 148:495—498) 


I nduction of paranoid psychoses by amphetamines 
and other psychomotor stimulants has long been 
documented (1). However, observations of cocaine-as- 
sociated paranoid psychoses have been less frequent 
and systematic (2-5). 

Documentation of cocaine psychoses has been lim- 
ited to extreme cases such as episodes of violence, sui- 
cide, murder, and child abuse (6). In a case series of 
five Bahamian cocaine smokers, Manschreck et al. (7) 
described florid paranoid symptoms lasting for days or 
weeks. In a separate chart review (8), these authors 
estimated that 30% of a Bahamian sample manifested 
extended paranoid psychoses following cocaine use. 
However, many of the Bahamian subjects had premor- 
bid psychiatric disorders, so it is not clear whether 
cocaine had precipitated psychoses in predisposed in- 
dividuals or psychoses were induced de novo. Impor- 
tantly, in agreement with other, less systematic reports, 


Presented at the 143rd annual meeting of the American Psychiatric 
Association, New York, May 12-17, 1990. Received May 23, 1990; 
revision received Sept. 27, 1990; accepted Oct. 12, 1990. From Yale 
University School of Medicine, New Haven, Conn., and the West 
Haven VA Medical Center. Address reprint requests to Dr. Satel, 
West Haven VAMC, 116A, West Haven, CT 06516. 

The authors thank Michael Hajduk, P.A., and Donald Daley, 
P.A., for their help with patient recruitment and Shaddy Kessing, 
M.S., for help with the statistics. 


Am J Psychiatry 148:4, April 1991 


these authors found a markedly high2r incidence of 
transient paranoia during birges of cozaine use. 

In this paper we define “transient” (cr binge-limited) 
paranoia as a self-limited paranoid experience that is 
confined to the episode of cocaine use. Tke paranoia is no 
longer present when the individual haz emerged from 
post-binge hypersomnolence, or “‘crask.” By contrast, 
“persisting” paranoia refers to sustained paranoia lasting 
for days, weeks, or longer after the crash. Although per- 
sisting paranoia is typical of functional psychiatric ill- 
ness, it has rarely been reported in cocaine abusers. 

We systematically evaluated cocain2-induced para- 
noia in a group of 50 cocaine abusers seeking treat- 
ment. Using extant and new instrumerts we evaluated 
1) the prevalence of cocaine-induced :ransient versus 
persisting paranoia, 2) associated use patterns and pa- 
tient characteristics, 3) qualitative features of the co- 
caine paranoid phenomenon, and 4) the clinical and 
historical features that distinguish individuals who 
experience cocaine-induced paranoia “om those who 
do not report such experiences. 


METHOD 


The subjects were 50 consecutive patients admitted 
for primary cocaine dependence. The first 50 patients 
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meeting study criteria (all male) were asked to partic- 
ipate in the study, and all of them accepted. All were 
patients voluntarily ertering an inpatient substance 
abuse rehabilitation program at a Veterans Adminis- 
tration hospital. 

All patients met DSM-III-R criteria for cocaine de- 
pendence. Individuals who also met DSM-III-R crite- 
ria for current depencence on any other substance 
were excluded. Subjects who used another substance 
were included if their cccaine use was primary (i.e., the 
other substance or substances were used to modify the 
acute effect of cocaine and there was no abuse of 
the substance or substances in the absence of cocaine 
intoxication). 

We excluded patients with DSM-III-R axis I psy- 
chotic disorders and bipolar illness as well as those 
with axis II schizoid and schizotypal personalities. No 
patient reported a history of psychosis in first-degree 
relatives. Previous psychiatric admissions that related 
to substance use (e.g., detoxification, acute admission 
for toxic psychoses, or transient suicidality in the con- 
text of alcohol or cocaine intoxication) were permissi- 
ble. Screening for inclusion was performed by one of 
us (S.L.S.); patients were interviewed between day 21 
and day 28 of their admission. 

The mean+SD age of the patients at admission was 
34.3+5.8 years. Twenty-three were non-Hispanic 
white, 23 black, and four Hispanic. All of the patients 
were in Hollingshead socioeconomic classes 3 and 4. 
At admission, 10 (20%) of tke patients used cocaine 
intranasally, nine (18%? intravenously, and 31 (62%) 
by inhalation (free base’. 

The patients were evaluated in a 30—45-minute ses- 
sion by using a rater-administered 57-item question- 
naire (the Cocaine Experience Questionnaire, available 
on request) that assesses methods and patterns of co- 
caine use as well as the nature and extent of paranoid 
experiences associated with use. Cocaine use was as- 
sessed twice—first by rater-administered questionnaire 
(the Cocaine Abuse History and Inventory [9]) and 
then by chart review. Family history of functional psy- 
chotic symptoms was elicited during administration of 
the Cocaine Experience Questionnaire. All patients 
provided informed consent before participating in the 
interview. 

The patients were carefully instructed to distinguish 
adaptive hypervigilance or anxiety when in a high-risk 
situation (e.g, making drug deals, passing through 
housing projects, engaging in illicit activity) from com- 
pletely irrational beliefs (e.g., the police are standing 
on the ledge of their tenth-flocr apartment window). 

We used grams as the unit of quantification even 
though the individual cocaine samples obtained by the 
patients varied in purity both among and within pa- 
tients. Fluctuations in cocaine purity do not invalidate 
the gram as a meaningful measure because differences 
in purity should randomize among and within these 
patients, all of whom obtained cocaine in the same 
geographic region and had similar socioeconomic 
backgrounds. Fluctuaticn of purity should actually 
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contribute to the error variance and the likelihood of 
committing a type II error. 

Patient-reported duration of use was measured from 
the time of first regular use (i.e., weekly use for at least 
2 months) until admission. Although the accuracy of 
such retrospective data cannot be definitively estab- 
lished, inaccuracy should also be randomly distributed 
and contribute to the error variance. In some cases, 
patients had used cocaine for more than 5 years. Time 
spent abstinent due to incarceration or previous sub- 
stance abuse treatments was deducted from the num- 
ber of months of total use. Although the accuracy of 
such retrospective data cannot be definitively estab- 
lished, inaccuracy should also be randomly distributed 
and contribute to the error variance. Lifetime con- 
sumption exceeding 4 kg was truncated to 4 kg in 
particular analyses. 

Patients who developed cocaine-induced paranoia 
were compared with those who did not on demo- 
graphic and drug use variables. Data were analyzed 
with t tests and chi-square tests. We used one-tailed 
tests in many of the analyses because of the unidirec- 
tional nature of the hypothesis; namely, we expected 
that the paranoid group would have a more severe 
drug use history. 


RESULTS 


Black and Hispanic patients (N=27) did not differ 
from white patients (N=23) in age at first use of co- 
caine, amount of lifetime exposure, duration of use, or 
the probability of developing paranoia. The nonwhite 
patients who developed paranoia did not differ from 
the white patients who did so in the time to the onset 
of paranoia after beginning regular use. 


The Paranoid Experience 


Thirty-four (68%) of the 50 patients developed tran- 
sient paranoid episodes during cocaine use; these are 
different from the prolonged paranoid episodes that 
have been described in amphetamine abusers. All of 
the patients who experienced paranoia used cocaine in 
binges (periods of sustained use lasting between 8 and 
72 hours). The paranoia of all but one of the patients 
had resolved by the time he woke from the crash. This 
one patient had a paranoid experience that extended 
6-8 hours after the crash. 

Typical paranoid ideation included the suspicion or 
belief that the police or drug dealers were about to 
apprehend him or that others in the room were plan- 
ning to attack him and steal cocaine. Frequently, ac- 
tual stimuli (sounds and flashes of light) were misin- 
terpreted as evidence that menacing individuals were 
immediately outside the room or window preparing to 
enter. All of the paranoid patients found these experi- 
ences distressing and, not infrequently, terrifying. 
None described perceptual hallucinations or bizarre 
delusions. 
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Eighteen (53%) of the 34 paranoid men acted on 
their paranoid ideations by checking activities (relock- 
ing doors, scanning out of windows), hiding in closets 
or under the bed, or refusing to leave a contained place 
such as a car, Thirteen (38%) of the paranoid patients 
actually armed themselves with a gun or knife for pro- 
tection (two used these weapons, fortunately without 
tragic results). Twenty-three (68%) felt less paranoid 
when they used cocaine by themselves, and 30 (88%) 
reported that they felt much safer when they used it in 
familiar settings. 

Twenty-six (76%) of the 34 patients reported that 
their paranoid experiences worsened with continued 
cocaine use; none claimed that the paranoia lessened 
over time. This was true even for the three patients 
who decreased the rate (in grams/week) of their co- 
caine consumption after the onset of paranoia. Twenty 
(59%) of the men also described a more rapid onset of 
paranoia (from 15—90 minutes to 5-10 minutes after 
ingestion) over the course of cocaine use. 

The 34 patients also claimed that paranoid ideation 
lasted for hours—far exceeding the amount of time 
they would experience the pleasurable cocaine high 
(estimated to be minutes). Some described an early su- 
perimposition of the high by paranoid ideation that 
did not dissipate until long after the high was gone. 
(All 50 patients claimed that the cocaine high itself had 
decreased in intensity and pleasurable quality from the 
onset of regular use until the time of admission.) 

Thirteen (38%) of the patients who developed para- 
noia deliberately attempted to “medicate”’ their para- 
noia with alcohol and/or opiates. On a 6-point ordinal 
scale ranging from 1=neutral to 6=intolerable, there 
was a trend for these 13 patients to report greater 
distress associated with paranoia than did those who 
did not try to so medicate themselves (t=1.7, df=32, 
p<0.10). This heightened negative experience, in fact, 
may have led to their self-medicating efforts. In no 
instances did these 13 patients report complete sup- 
pression or prophylaxis of paranoia with opiates or 
alcohol; rather, they experienced a reduction in the 
intensity of the experience. 

There was a considerable range of duration of co- 
caine use before the onset of paranoia. Specifically, 17 
(50%) of the 34 patients experienced the onset of para- 
noia within 25 months after beginning regular use. An 
additional 12 patients first became paranoid between 
25 and 57 months after beginning regular use. The 
remaining five patients developed paranoia after 57 
months of use. Although most of the patients first de- 
veloped paranoia well before the index admission, 
three of the 34 patients first experienced paranoia 
within the month before admission. 

The general longitudinal pattern of cocaine use was 
comparable in patients who did and did not experience 
cocaine-induced paranoia. Irrespective of actual dura- 
tion of use, the dominant trend since beginning regular 
use was a plateau culminating in a rise in consumption 
within the year before admission. In all but three of the 
paranoid patients, cocaine use was sustained at the 
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before-paranoia level for at least 12 mozths after the 
onset of paranoia. 


Comparison of Paranoid and Nonparanoid Patients 


The 34 paranoid and 16 nonpazanoid patients did 
not differ from each other with respect to age, race, or 
route of cocaine administration at admission. 

The paranoid patients described the onset of binge- 
limited paranoia after a mean duration of 34.7+31.5 
months of use. Although this period of time tended to 
be shorter than the lifetime duration of use by non- 
paranoid patients ($0+50 months), the difference was 
not significant. Similarly, although the cuantity of co- 
caine to which the paranoid patienzs were exposed un- 
til the onset of paranoia tended <o be less than the 
lifetime quantity to which nonparanoid patients were 
exposed (0.82+1.8 kg versus 1.34+1.7 xg), the differ- 
ence was not significant. 

The two groups of patients did not differ in concur- 
rent use of other drugs such as alcohol, cannabis, opi- 
ates, benzodiazepines, and amphetamin:. More of the 
paranoid than the nonparanoid patients reported re- 
mote past use of hallucinogens (15 [44%] versus three 
[19%]) (x?=3.23, df=1, p<0.07), bu- use of other 
drugs ad alcohol did not differ betwen groups. No 
patient reported paranoia when using <!cohol or opi- 
ates in the absence of cocaine. Those patients in both 
groups who reported cannabis-related paranoia explic- 
itly denied using marijuana in direct corzbination with 
cocaine, 


DISCUSSION 


The major findings of this descriptive study are 1) 
cocaine-induced, binge-limited paranoiz was prevalent 
in a sample of heavy users, 2) such paranoia did not 
appear to be associated with quantitative measures of 
cocaine use (e.g., duration and amount’, 3) despite the 
development of paranoia, affected patients continued 
to use cocaine at the same rate, and 4) cocaine-induced 
paranoia became both more intense end was mani- 
fested earlier in the course of the cocaite binge as use 
continued. 

Transient or binge paranoia during =pisodes of co- 
caine use was found in 68% of 59 patients. Persisting 
paranoia occurred for a brief period in only one pa- 
tient. This appears to differ from acco-ats of emphet- 
amine abuse in which the development of persisting 
paranoia is more common (1, 5). It remains possible, 
although not demonstrated by our data, that transient 
paranoia may develop into persisting paranoia if co- 
caine abuse continues; prospective follow-up data will 
be needed to assess this. 

The observation that patients who developed para- 
noia did so after comparable durations and amounts of 
exposure to cocaine as the nonparanoic group strongly 
suggests that the development of paranoia is not sim- 
ply a result of surpassing a threshold cf use. It implies 
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that affected individuals are predisposed to this drug- 
induced state. One potential predisposing factor, pre- 
vious substance abuse other than cocaine, showed that 
the paranoid patients were more likely to have used 
hallucinogens before becoming dependent on cocaine. 
Although toxic actions or interactions of other agents 
such as hallucinogens could produce paranoia, it is 
also possible that other drug use acts only as an inde- 
pendent marker (i.e., it may appeal more to individuals 
prone to paranoia). Cther potential yet unexplored 
vulnerability factors for the development of cocaine- 
induced paranoia may reside in family history, individ- 
ual personality traits, or individual neurophysiological 
features. 

` The observation that patients found cocaine para- 
noia nearly intolerable but did not decrease their rate 
or frequency of cocaine use in the face of an intensely 
aversive consequence reflects the intense positive rein- 
forcing properties of cocaine. It is likely, of course, that 
individuals who discontinued or diminished their con- 
sumption in response to the development of paranoia 
would be missed by our study. They represent an in- 
triguing but less accessible future comparison group. 

An inverse relationship was noted between the co- 
caine high and paranoia. The high was reported to be 
less pleasurable but the intensity of paranoid experi- 
ences increased with continued use. This suggests that 
the mechanisms producing paranoid ideation are dif- 
ferent from those mediating the reinforcing aspect of 
the addiction. 

Preclinical studies have clearly established that co- 
caine and related agents, such as lidocaine and pro- 
caine, pharmacologically induce sensitization: abnor- 
mal neuronal sensitiviry has been demonstrated in the 
limbic area (10, 11). This same region has been impli- 
cated in toxic affective and psychotic reactions as well 
as panic attacks, mania, depression, and visual hallu- 
cinations (12-15). Theoreticians have predicted stim- 
ulant-induced paranoia (16, 17) on the basis of animal 
models of kindling and sensitization. Our data may be 
partially supportive of such a model of cocaine-in- 
duced paranoia. Clinically, our patients described an 
increasing rapidity of onset of paranoia during binges, 
typically progressing from about an hour to within 
minutes of initiating the binge. Thus, diminished neu- 
ropharmacological stimulation (cocaine “inoculation”) 
produces an equivalent or greater response (paranoia). It 
is possible that conditioned expectation of paranoia 
played a role in its augmentation over time. 

This report is limited by a partially retrospective de- 
sign and a small study group, both of which could have 
led to type H errors. Reliance on grams should have 
made the variability of responses greater due to ques- 
tionable accuracy of recall and fluctuations in drug 
purity. Only systematic differences in reporting be- 
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tween the paranoid and nonparanoid patients might 
invalidate the findings, and no such differences were 
observed. Within the paranoid group, descriptions of 
the paranoid experience and ratings of severity are 
prone to distortions that can accompany not only self- 
reports but recollections of time-limited states of al- 
tered perception. 

In conclusion, the transient paranoid state appears 
to be a common feature of cocaine dependence. In 
vulnerable individuals, limbic sensitization may under- 
lie its expression, but the localization of paranoid phe- 
nomena to a specific brain region is speculative at this 
time. Quantity of use and route of administration do 
not appear directly to predispose to this phenomenon. 
Future investigations must be aimed at uncovering the 
markers and meaning of this vulnerability to transient 
paranoia in heavy cocaine users. 
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Objective: The authors’ objective was to investigate the possibility that glucocortizoid 
receptor changes may be involved in the dysregulation of the hypothalamic-pituitary-adrenal 
(HPA) axis in posttraumatic stress disorder (PTSD). Method: They measured the number of 
lymphocyte cytosolic glucocorticoid receptors and plasma cortisol concentrations in 15 zon- 
secutively admitted male combat Vietnam veterans with PTSD and in a normal comparison 
group of 11 subjects. Results: Both the patients and the normal comparison subjects showed 
a morning-to-afternoon decline in glucocorticoid receptor concentrations, paralleling the 
normal diurnal decline in cortisol levels. The number of glucocorticoid receptors was 53% 
greater in the morning and 26% greater in the afternoon in the patients with PTSD thei in 
the normal subjects. No group differences in cortisol levels were observed, nor were ghuco- 
corticoid receptor number and cortisol levels correlated. The number of morning glucccor- 
ticoid receptors was positively correlated with symptoms of PTSD and anxiety. Conclus:ons: 
These results provide further evidence for a dysregulation of the HPA axis in PTSD. The 
finding that patients with PTSD had a substantially greater number of lymphocyte guico- 
corticoid receptors than normal comparison subjects is consistent with the authors’ previous 
observations of low 24-hour urinary cortisol excretion in subjects with PTSD. Furtherraore, 
the receptor changes observed are opposite of those reported in major depressive disorder. 
The present data, along with other findings of HPA abnormalities in PTSD, support the 
possibility of a greater negative feedback sensitivity at one or more levels of the HPA axis. 





(Am J Psychiatry 1991; 148:499-504) 





Ithough stress is a major etiologic factor in post- 
traumatic stress disorder (PTSD), there have been 
surprisingly few investigations of the hypothalamic- 
pituitary-adrenal (HPA) axis in this disorder. Despite 
the paucity of studies, however, there is emerging ev- 
idence for HPA dysfunction in chronic PTSD. More- 
over, the biological data seem to distinguish PTSD 
from other psychiatric disorders such as major depres- 
sive disorder. 
Previous work in our laboratory has shown that pa- 
tients with PTSD have lower urinary-free cortisol lev- 
els chan patients with major depressive disorder (1) 
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and normal comparison subjects (2). Consistent with 
these data, the cortisol response to the standard 1-mg 
dose of dexamethasone has been found to be either 
within the normal range (3, 4) or exeggerated (5) in 
PTSD. In contrast, major depression Fas been associ- 
ated with hypercortisolemia, which in a subgroup of 
patients is reflected in nonsuppression of cortisol in 
response to dexamethasone (6). 

There is also evidence for a blunted ACTH response 
to corticotropin-releasing factor (CRF) in patients with 
PTSD (7). A blunted ACTH -esponse to CRF has also 
been observed in major depressive disorder; however, 
the mechanisms underlying this response are likely to 
be different in the two disorders, In PTSD, the atten- 
uated ACTH response occurred in the =resence of nor- 
mal afternoon plasma cortisol levels (7). In contrast, in 
major depressive disorder a blunted ACTH response 
occurs with hypercortisolemia, possicly reflecting a 
lower number of pituitary CRF receptors caused by 
hypothalamic CRF hypersecretion (8, 9) and/or an al- 
tered negative feedback inhibition of tre pituitary (10). 

In the aggregate, the findings of low cortisol excre- 
tion and blunted ACTH responses to CRF in chronic 
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TABLE 1. Age and Clinical Information for 15 Patients With PTSD 








Comorbid Hamilton Hamilton Mississippi 
Age RDC Anxiety Depression PTSD 
Subject (years) Medications Diagnosis Score Score Score 
1 41 Buspirone Substance abuse 27 22 147 
2 37 Diazepam, imipramine, Major depressive 38 35 191 
perphenazine disorder 
3 42 Desipramine None 11 9 123 
4 37 Tranylcypromine Substance abuse 21 23 144 
5 39 Clonidine Substance abuse 16 15 132 
6 39 Imipramine Panic disorder 28 28 136 
7 39 Lorazepam, diphenhy- Major depressive 20 33 129 
dramine disorder 
8 39 Temazepam, desipramine, None 34 24 137 
propranolol 
9 39 Clonidine None 24 24 112 
10 39 None Substance abuse 20 22 115 
11 39 None Major depressive 15 16 107 
disorder 
12 42 None Substance abuse 14 19 117 
13 40 None None 17 22 122 
14 37 None Major depressive 17 32 112 
disorder 
15 45 None Major depressive 19 24 137 


disorder 


PTSD suggest a disturbance in adrenocortical regula- 
tion, which may be due to alterations in tissue sensi- 
tivity and/or negative feedback at one or more levels of 
the HPA axis, perhaps secondary to changes in hor- 
mone receptor sensitivity. Because circulating corti- 
costeroid concentrations have been found to produce 
dynamic changes in the number of glucocorticoid re- 
ceptors in a variety of target tissues in the brain (11, 
12) and lymphocytes (13), the lower cortisol levels ob- 
served in chronic PTSD may be associated with an 
increased number of glucocorticoid receptors in neu- 
rons and/or lymphocytes. 

An altered negative feedback sensitivity within the 
HPA axis has also been postulated in major depressive 
disorder. In this case, feedback sensitivity is reported 
to be less, paralleling the lower number of glucocorti- 
coid receptors in lymphocytes (14, 15). To further in- 
vestigate the possibility that glucocorticoid receptor 
changes may be involved in the dysregulation of the 
HPA. axis in PTSD, we measured morning and after- 
noon plasma cortisol concentrations and the number 
of glucocorticoid receptors in circulating lymphocytes 
in patients with chronic PTSD and in a normal com- 
parison group. 


METHOD 


Fifteen consecutively admitted male Vietnam com- 
bat veterans (age range=37—45 years, mean+SD= 
39.5+2.1, median=40) with a primary diagnosis of 
PTSD and 11 healthy men (age range=30—56 years, 
mean=37.8+7.48, median=37) participated in the 
study after giving voluntary, written informed consent. 
PTSD was diagnosed by using the Structured Clinical 
Interview for DSM-III-R (SCID) (16) and the Missis- 
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sippi Scale for Combat-Related PTSD (17); a cutoff of 
107 was used on the Mississippi scale. Other diagnoses 
were made according to DSM-III-R by consensus from 
results of structured diagnostic interviews (SCID or the 
Schedule for Affective Disorders and Schizophrenia) 
and assessments by the treating psychiatrist and ward 
chief. Five of the 15 patients had a comorbid diagnosis 
of major depressive disorder, and five had comorbid 
substance abuse or dependence. Patients were ex- 
cluded if they met criteria for a psychotic or organic 
condition; had substantial medical illness as deter- 
mined by history, physical examination, and routine 
laboratory screening; regularly used more than 3 oz of 
absolute alcohol per day; or had used street drugs 
within 3 weeks of the drawing of blood. Nine of the 15 
patients were being treated with medications, includ- 
ing antidepressants and anxiolytics. 

Blood was obtained by venipuncture at 8:00 a.m. 
and 4:00 p.m., and mononuclear cells were isolated by 
using Ficoll Hypaque within 1 hour following the 
drawing of blood. Cells were centrifuged at 300 g at 
4 °C, washed four times in ice-cold Hank’s buffer, and 
pelleted. An aliquot of the lymphocyte suspension was 
counted by a Coulter counter, and the final pellet was 
stored at ~70 °C. An aliquot of plasma was also frozen 
for subsequent determination of cortisol levels. 

Clinical ratings were made by two raters (R.Y. and 
S.M.S.) on the day blood was drawn. Anxiety and de- 
pression were assessed by using the Hamilton Rating 
Scale for Anxiety (18) and the Hamilton Rating Scale 
for Depression (19). Patients also completed the Mis- 
sissippi Scale for Combat-Related PTSD (17), which 
served as both a diagnostic instrument and a measure 
of severity of combat PTSD. 

Combat exposure was rated on a scale of 0—56 by 
using the expanded Combat Exposure Scale (20). Pa- 
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TABLE 2. Effect of Comorbidity on Cortisol and Number of Glucocorticoid Receptors in 15 Patients With PTSD? 








Number of Glucocorticoid Receptors 


Plasma Cortisol Level (jg/dl) 














Morning Afternoon Morning Afternoon 

Group Mean SD Mean SD Mean SD Mean SD 
PTSD with major depressive disorder 

(N=5) 3702 1317 1657 873 16.1 3.1 6.6 1.5 
PTSD without major depressive dis- 

order (N=10) 3366 1379 1726 970 12.8 2.8 8.9 3.5 
PTSD with substance abuse (N=5) 3004 1050 1760 1356 13.2 3.9 7.6 3.2 
PTSD without substance abuse 

(N=10) 3694 1617 1675 680 15.0 3.4 8.5 3.3 








“The small number of subjects in this analysis raises the possibility of a type II error. 


tients were also interviewed with the Atrocity Scale 
(21), which quantifies exposure to and/or participation 
in particularly traumatic combat-related behaviors on 
a scale of 6-36 (6=no experience of any atrocities and 
36=active participation in all). 

Binding of glucocorticoid receptors was measured 
with the highly selective type II glucocorticoid ligand 
3H-RU 28362 according to Lowy (22). Briefly, the fro- 
zen lymphocyte pellets (containing 50~100x10® cells) 
were suspended in the assay buffer (consisting of 10 
mM Tris, 1 mM EDTA, 2.5 mM dithiothreitol, 10% 
glycerol, 20 mM Na,MoO,; pH 7.4), mixed vigor- 
ously in the cold for 30 minutes, then spun at 250,000 
g for 30 minutes. Total binding of 3H-RU 28362 (spe- 
cific activity=77 Ci/mmol) was measured in 0.25 ml 
aliquots of cytosol, which were incubated overnight at 
4 °C with 10 nM of ligand. Specific binding was de- 
fined as that inhibited by a 500-fold excess of unla- 
beled RU 28362. The 10-nM concentration of 7H-RU 
28362 measures 90% of available receptors and cor- 
relates highly (r=0.99) with Bmax values (22). 

Fer the determination of cortisol levels, untreated 
plasma samples were thawed and cortisol levels ana- 
lyzed by using a radioimmunoassay kit procedure de- 
veloped by Clinical Assays, Inc. (Cambridge, Mass.). 
The interassay coefficient of variation for this method 
was 4.0%. Binding assays and radioimmunoassays 
were done blind to the subjects’ diagnoses. 

Differences between patients with PTSD and normal 
subjects were assessed with repeated measures (22) 
two-tailed analysis of variance (ANOVA). Repeated 
measures ANOVA was also performed to determine 
the effects of comorbidity of major depressive disorder 
and substance abuse or dependence and the effects of 
medication status on biological measures. Clinical data 
from subgroups of the patients with PTSD were as- 
sessed with Student’s t test. Post hoc testing was per- 
formed with the Tukey test. Correlational analyses 
were performed with Pearson’s r. Group values are 
expressed as mean +SD. 


RESULTS 


The patients’ ages and individual clinical ratings are 
presented in table 1. Subdividing patients on the basis 
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of presence or absence of major depressive disorder 
revealed that PTSD patients with comorbid major de- 
pressive disorder (N=5) had significantly higher scores 
than did those without major depressive disorder (N= 
10) on the Hamilton depression scale (28.0+7.9 versus 
20.8+5.3; t=2.10, df=13, p=0.05) but not on the 
other clinical rating scales. No differences in clinical 
symptoms were observed between PTSD patients with 
(N=5) and without (N=10) comorbid substance 
abuse or dependence. Medicated patients with PTSD 
(N=9) had significantly higher scores on the Missis- 
sippi Scale for Combat-Related PTSD than unmedi- 
cated patients (N=6) (139.0+22.2 versus 118.3% 
10.4; t=2.11, df=13, p=0.05). Medicated patients 
also tended to have higher Hamilton anxiety scale 
scores (24.3+8.5 versus 17.0+2.3; t=2.04, df=13, 
p=0.06). 

As a group, the 15 patients with PTSD had a signifi- 
cantly greater number of glucocorticoid receptors than 
the 11 normal comparison subjects (F=4.79, df= 
1,24, p<0.05). This difference was greater in the 
morning (63% higher; p<0.05) than in the afternoon 
(26% higher, n.s.). There were no group differences in 
morning or afternoon plasma cortisol concentrations. 
There were overall diurnal changes in the number of 
glucocorticoid receptors and cortisol concentrations: 
both measures were significantly higher in the morning 
than in the afternoon (F=30.09, df=1, 24, p<0.0001; 
figure 1). There was also a trend for a Group by Time 
interaction in the number of glucocorticoid receptors 
(F=3.94, df=1, 24, p=0.06), indicating a steeper 
morning-to-afternoon decline in the number of gluco- 
corticoid receptors in the patients with PTSD. There 
were no significant differences in biological variables 
when the patients with PTSD were subdivided on the 
basis of medication status (figure 1). 

No biological differences as a result of comorbidity 
were found in patients with PTSD (table 2). Therefore, 
data from all patients were combined for the purpose 
of correlational analysis. 

The morning and afternoon numbers of glucocorti- 
coid receptors were positively correlated in the patients 
with PTSD (r=0.498, df=13, p<0.05) and in all sub- 
jects combined (r=0.517, df=24, p<0.05). Compari- 
son subjects showed a nonsignificant trend toward a 
relationship between morning cortisol levels and the 
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FIGURE 1. Cortisol Level and Number of Lymphocyte Giucocorti- 
coid Receptors in 15 Patients With PTSD and 11 Comparison Sub- 
jects? 


Glucocorticoid Receptors/Cell 


Plasma Cortisol 
(yg/dl) 





“The shaded blocks are patients with PTSD; the unshaded blocks are 
comparison subjects. Open circles represent medicated patients; 
closed circles represent unmedicated patients. The morning levels of 
glucocorticoid receptors in zhe patients with PTSD were signifi- 
cantly different from those of the comparison subjects (p<0.05, 
post hoc Tukey test). 


morning number of glucocorticoid receptors (r= 
0.436, df=10, p=0.18}. This trend was absent in the 
patients with PTSD (r=0.189, df=14, p=0.50). 

The morning number of glucocorticoid receptors 
was significantly correlated with severity of combat- 
related PTSD symptoms as assessed by the Mississippi 
scale (figure 2). It was also significantly correlated with 
anxiety symptoms measured by the Hamilton anxiety 
scale (r=0.784, df=14, p<0.001). There was a nonsig- 
nificant association between the morning number of 
glucocorticoid receptors and Hamilton depression 
scale scores (r=0.402, df=14, p<0.10). 

Exposure to combat was not related to the morning 
number of glucocorticoid receptors (r=0.032, df=12, 
n.s.) but was significantly correlated with morning 
plasma cortisol concentzations (r=0.489, df=12, p< 
0.05). Scores on the Atrocity Scale were significantly 
correlated with the morning number of glucocorticoid 
receptors (r=0.554, df=12, p<0.05) but not with 
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FIGURE 2. Relationship Between Number of Glucocorticoid Recep- 
tors and PTSD Symptoms Assessed by the Mississippi PTSD Scale? 


Š 


Glucocorticoid Receptors/Cell 





100 120 140 160 180 200 


Mississippi PTSD Score 


ar=0.73, df=14, p<0.005. 


morning cortisol concentrations (r=0.018, df=12, 
n.s.). The Combat Exposure Scale and Atrocity Scale 
scores were not intercorrelated (r=0.126, df=12, n.s.) 
and thus appeared to measure separate dimensions of 
exposure to stress. 


DISCUSSION 


The present study demonstrates that patients with 
PTSD have a substantially greater number of lympho- 
cyte glucocorticoid receptors than normal comparison 
subjects. These findings are consistent with our previ- 
ous observations of low 24-hour urinary cortisol ex- 
cretion in PTSD (1, 2) and provide further evidence for 
a dysregulation of the HPA axis in PTSD. Further- 
more, the receptor changes we observed are opposite 
of those reported in major depressive disorder (14, 15). 
In major depressive disorder, changes in HPA function 
are thought to involve CRF hypersecretion (8, 9), 
which could occur in response to a decrease in the 
number of glucocorticoid receptors or sensitivity (10). 
In contrast, the present data, along with other findings 
of HPA abnormalities in PTSD, support the possibility 
of greater negative feedback sensitivity at one or more 
levels of the HPA axis. 

The strong relationship between the number of glu- 
cocorticoid receptors and PTSD symptoms as assessed 
by the Mississippi scale suggests that glucocorticoid 
receptors may be functionally relevant to PTSD. The 
significant correlation between the number of gluco- 
corticoid receptors and anxiety symptoms is consistent 
with the classification of PTSD as an anxiety disorder 
according to DSM-III-R. In contrast, the modest (non- 
significant) correlation between the number of gluco- 
corticoid receptors and Hamilton depression scale 
scores suggests that changes in the number of gluco- 
corticoid receptors are not likely due to adjunctive 
symptoms of depression. Related to this, the number 
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of glucocorticoid receptors was not different in PTSD 
patients with and without comorbid depression. 

There were no differences in the number of gluco- 
corticoid receptors or in cortisol concentrations be- 
tween medicated and drug-free PTSD patients in our 
study group. This result agrees with the finding of a 
previous study that there were no differences in the 
number of glucocorticoid receptors between medicated 
and nonmedicated depressed subjects (15). It is possi- 
ble that our inability to detect specific medication ef- 
fects was due to the heterogeneous nature of the med- 
ication status in the patient group. Further study is 

-required to determine the extent to which medications 
may affect the number of lymphocyte glucocorticoid 
receptors. 

Lymphocyte glucocorticoid receptors and plasma 
cortisol levels were measured simultaneously to deter- 
mine diurnal rhythmicity. When the relationship be- 
tween plasma cortisol levels and the number of gluco- 
corticoid receptors was examined, no significant 
correlations were observed in the patient group, the 
comparison group, or both groups combined. The lack 
of any relationship between the number of glucocorti- 
coid receptors and plasma cortisol levels could be due 
to the use of a single cortisol measurement, which may 
not be an accurate reflection of overall HPA activity 
due to the episodic nature of cortisol secretion. Other 
studies measuring the number of glucocorticoid recep- 
tors and plasma cortisol levels have also failed to find 
significant relationships between these measures when 
using a single cortisol measurement (14, 15, 23, 24). 
Analysis of the diurnal variation, however, revealed 
that changes in glucocorticoid receptor levels paral- 
leled diurnal changes in cortisol levels (i.e., the number 
of glucocorticoid receptors was greater in the morning 
than in the afternoon). The lack of an inverse relation- 
ship between the number of receptors and agonists 
indicates that the steady-state number of cytosolic glu- 
cocorticoid receptors could be influenced by fluctua- 
tions in plasma cortisol levels occurring hours before 
the actual sampling time. The equivalent cortisol levels 
between the two groups at the time of blood sampling 
suggest, however, that the greater number of glucocor- 
ticoid receptors in the patients with PTSD cannot sim- 
ply be attributed to cortisol occupation and/or trans- 
location of the cytosolic receptor. 

Homologous regulation of glucocorticoid receptors 
by glucocorticoids has been demonstrated in a variety 
of tissues (12, 25). However, it is evident that the reg- 
ulation of glucocorticoid receptors by glucocorticoids 
is region-specific and not necessarily uniform in all tis- 
sues (11, 26). The regulation of lymphocyte glucocor- 
ticoid receptors bv glucocorticoids in humans has been 
examined in several studies. Exogenous administration 
of glucocorticoids can lower the number of lympho- 
cyte glucocorticoid receptors in normal subjects and in 
patients with leukemia (27). However, regulation of 
lymphocyte glucocorticoid receptors by endogenous 
glucocorticoids has not been firmly established. Thus, 
patients with endocrine disorders resulting in mark- 
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edly high levels of cortisol (i.e., Cushirg’s disease) or 
very low circulating levels of cortisol (.e., Addison’s 
disease) have relatively normal levels =f lymphocyte 
glucocorticoid receptors (28, 29). In ccntrast, in psy- 
chiatric disorders such as major depressive disorder 
and anorexia nervosa, which are generally character- 
ized by greater cortisol secretion wizhin the endocrino- 
logically “normal” range, studies have tended to find 
lower numbers of lymphocyze glucocorticoid recep- 
tors. However, as already noted, no significant corre- 
lation between the number of glucccorticoid receptors 
and plasma cortisol levels were obs2rved in those stud- 
ies (14, 15, 24). Clearly, further studies are required to 
establish the extent to which lymphocyte glucocorti- 
coid receptors are regulated by eadogenous cortisol 
levels under normal and pathological conditions. In 
particular, use of 24-hour urine samp.es may be the 
measure of choice in elucidating such a relationship. 
On the other hand, heterologous regulation of lym- 
phocyte glucocorticoid receptors by a variety of 
nonglucocorticoid factors (30, 31) makes a simple re- 
lationship between cortisol levels and the number of 
glucocorticoid receptors unlikely. 

The relationship between the la-ge number of lym- 
phocyte glucocorticoid receptors end mzuronal gluco- 
corticoid receptors in PTSD is noz known. However, 
some similarities between lymphoid and neuronal glu- 
cocorticoid receptors have been repcrted in animal 
studies. For example, high concentratioas of glucocor- 
ticoid receptors are found in bo:h t~pes of tissues, 
which are similar in receptor affinity aad steroid spec- 
ificity (32). Lymphoid and neuronal glacocorticoid re- 
ceptors also share some common regulatory mecha- 
nisms; for example, adrenalectomy in rats produces 
greater numbers of both lymphocyte aud hippocampal 
glucocorticoid receptors (22, 31). If tke large number 
of lymphocyte glucocorticoid receotor3 in PTSD simi- 
larly reflects a large number of hippoce-mpal glucocor- 
ticoid receptors, then the HPA abrorrralities cbserved 
in PTSD could, in fact, be related to greater feedback 
sensitivity to glucocorticoids. Hippocempal glucocor- 
ticoid receptors in particular play a prominent role in 
stress-induced feedback inhibition of the HPA axis 
(32) and, therefore, may be an :‘mpcrtant aspect of 
HPA dysregulation in PTSD. 
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Salivary Cortisol Levels and Their Correlation 
With Plasma ACTH Levels in Depressed Patients 
Before and After the DST 
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Objective: The aim of this work was to study the clinical utility of salivary cortisol 
concentrations in a group of depressed patients undergoing the dexamethasone suppression 
test (DST) and the correlation of these concentrations with plasma ACTH levels. Metnod: 
Twenty outpatients from the psychiatric department of a Barcelona hospital who were 
diagnosed as having nonendogenous (N=9) or endogenous (N=11) depression accordirz to 
DSM-III criteria and the Newcastle scale participated in the study. The comparison group 
consisted of 12 healthy volunteers. Blood and saliva samples were taken before and after 
administration of 1 mg of dexamethasone Salivary cortisol and plasma ACTH concentra- 
tions were determined by direct iodine-125 radioimmunoassay with commercial kit reagents. 
Results: Predexamethasone salivary cortisol concentrations were significantly higher in the 
group with endogenous depression than in the comparison group. A significant correlation 
was obtained between plasma ACTH and predexamethasone salivary cortisol levels in the 
group with nonendogenous depression and in the comparison subjects. Conclusions: Toese 
preliminary findings indicate that salivary cortisol could substitute for plasma cortisol in 
clinical studies in which the DST and hypercortisolemia are evaluated. The lack of correla- 
tion between ACTH and cortisol levels in saliva in the group of endogenously depressed 
patients could indicate a disturbance in the regulation of cortisol secretion in major de>res- 


sion, 
(Am J Psychiatry 1991; 148:505—508) 


he measurement of hormones in saliva has rapidly 

developed in the past few years, but there has 
been general agreement on the clinical value of salivary 
assays of only a few hormones. Data obtained on other 
hormones are still inconclusive for clinical purposes. 
Cortisol has received the attention of a considerable 
number of studies, and the demonstration of the clear 
relation between saliva levels and plasma (total and 
free) levels, the lack of salivary flow rate effect, and 
other factors have led several groups of investigators to 
conclude that determinations of salivary hormone lev- 
els can replace plasma measurements in studies of ad- 
renal cortical function (1). 
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A large number of studies have strongly suggested 
abnormal activity of the hypothalamic-pituitary-adre- 
nal (HPA) axis in depressive illness (2), and plasma 
cortisol levels have been extensively used in psychiatry 
to evaluate this neuroendocrine disturbance. Since the 
description by Poland and Rubin (3) of salivary corti- 
sol levels in endogenously depressed patients undergo- 
ing the dexamethasone suppression test (DST), a few 
reports have been published on this subject (4-6), and 
the data show that when salivary levels are used, the 
sensitivity and specificity of the test are similar to or 
higher than those obtained when plasma levels are 
measured. Also, in these studies salivary concentra- 
tions of cortisol were compared with endogenous fea- 
tures of depression (6) and with cortisol levels of pa- 
tients with other psychiatric disorders ‘4). 

On the other hand, measurements o- plasma ACTH 
and their correlation with plasma cor-isol levels have 
been described in depressed patients, and the results 
demonstrate nonsignificant differences from the results 
in normal subjects (7, 8). Since salivary cortisol, like 
plasma free cortisol, has a more sensizive response to 
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FIGURE 1. Salivary Cortisol Concentrations in 20 Patients With 
Endogenous or Nonendogenous Depression and 12 Comparison 
Subjects at Baseline and in the Depressed Patients After 1 mg of 
Dexamethasone” 
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=~ Cutoff point 
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NONENDOGENOUS NONENDOGENOUS 
8:00 a.m. 4:00 p.m. 
DEXAMETHASONE 


“Bars indicate mean values. 


changes in ACTH secretion (9, 10) than total plasma 
cortisol, we were prompted to investigate the relation 
between the levels of these hormones in patients with 
affective disorders. 

In this preliminary investigation we studied the clin- 
ical utility of salivary cortisol concentrations in a 
group of depressed patients undergoing the DST and 
their correlation with plasma ACTH levels. 


METHOD 


The depressed group consisted of 20 outpatients (15 
women and five men), ranging in age from 20 to 65 
years, who were referred to the psychiatric department 
of a hospital in Barcelona. The patients were unmed- 
icated and gave informed consent before participating 
in the study. According to DSM-III criteria, 11 pa- 
tients were diagnosed as having major depression, and 
nine were suffering from dysthymic disorder. The 11 
patients with major depression were further diagnosed 
as having the endogenous type according to the New- 
castle depression scale (11) criteria (cutoff score of 6), 
and the nine with dysthvmic disorder met the criteria 
for nonendogenous disorder, since they had scores of 5 
or less on the Newcastle scale. 

The comparison group consisted of 12 healthy vol- 
unteers of both sexes from the hospital staff, aged 
25-50 years, who were free from psychiatric or med- 
ical illnesses. 

On the first day, blood was obtained by venipunc- 
ture between 8:00 a.m. and 9:00 a.m. and transferred 
to precooled siliconized glass tubes containing EDTA 
disodium as an anticoagulant and aprotinin ($00 kal- 
likrein inhibitor units per milliliter) as an antiprote- 
olytic agent. The tubes were centrifuged at 4 °C and 
the plasma stored at —29 °C until assayed for ACTH 
concentrations. After blcod collection the subject spat 
directly into a glass tube, the freshly collected saliva 
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(1-2 ml) was centrifuged for 10 minutes at 1500 rpm, 
and the supernatant was stored at ~20 °C until corti- 
sol levels were determined. The patients were given 1 
mg of dexamethasone orally at 11:00 p.m., and the 
next day they returned at 4:00 p.m. for blood drawing 
and saliva collection to determine plasma ACTH and 
salivary cortisol levels. On the second day, plasma cor- 
tisol concentrations were also measured in samples ob- 
tained at 4:00 p.m. 

Plasma cortisol levels were determined by direct io- 
dine-125 radioimmunoassay with the Farmos Diagnos- 
tica (Turku, Finland) kit reagent, as described previously 
(12). Salivary cortisol concentrations were measured 
from nonextracted saliva (100 wl) (4) with the same re- 
agent kit but with the appropriate dilutions of the anti- 
body and standards described in the manufacturer’s 
modified assay method for salivary determinations, The 
lowest concentration that could be distinguished with 
95% confidence was 0.5 ng/ml. The intra-assay coeffi- 
cient of variation for the method was 3.8% (mean+SD= 
5.2+0.02 ng/ml; N=12). 

Plasma ACTH was measured from nonextracted 
samples by an iodine-125 radioimmunoassay reagent 
kit developed by Nichols Institute (San Juan Capis- 
trano, Calif.). Cross-reactivities of the antibody were 
0.20% for B-lipotropin, <0.03% for B-melanocyte- 
stimulating hormone, and <0.10% for B-endorphin. 
The minimum detectable concentration was 10 pg/ml. 
Coefficients of intra-assay and interassay variations 
were 7.8% (mean+$D=55.0+2.5 pg/ml; N=14) and 
12.6% (45.0+6.5 pg/ml; N=16), respectively. 

Comparisons between the two subgroups of de- 
pressed patients and the comparison subjects were 
done with the Mann-Whitney U test. Correlations 
were calculated with Spearman’s rank correlation test. 


RESULTS 


Predexamethasone and postdexamethasone salivary 
cortisol levels for the two depressed subgroups and 
baseline salivary cortisol values for the comparison 
group are shown in figure 1. Before receiving dexa- 
methasone, the endogenously depressed patients had 
significantly higher cortisol concentrations (mean+ 
SD=8.02+3.81 ng/ml) than the comparison subjects 
(3.86+1.88 ng/ml) (U=2.74, p<0.01) and a tendency 
toward significantly higher concentrations than the 
nonendogenously depressed patients (4.98+2.13 ng/ 
ml) (U=1.83, p=0.07). After receiving dexametha- 
sone, four (36%) of the 11 endogenously depressed 
patients were nonsuppessors (criterion value=1 ng/ 
ml). The same results were obtained when the patients 
were categorized as nonsuppressors according to their 
plasma cortisol levels (at least 5 pg/dl) (13). In the 
group with nonendogenous depression, all patients 
had cortisol levels lower than the respective salivary 
and plasma cutoff points (1 ng/ml and 5 pe/dl). 

Pre-DST and post-DST ACTH levels for the two 
depressed subgroups and baseline ACTH values for 
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the comparison subjects are shown in figure 2. Before 
dexamethasone the mean+SD baseline plasma ACTH 
concentration of the group with nonendogenous de- 
pression (15.88+5.40 pg/ml) and of the comparison 
group (17.5+9.87 pg/ml) did not differ significantly 
from that of the group with endogenous depression 
(37.81+34.32 pg/ml) (U=1.62, p=0.10, and U=1.43, 
p=0.15, respectively). We obtained a significant cor- 
relation between plasma ACTH and predexametha- 
sone salivary cortisol concentrations in the patients 
with nonendogenous depression (r=0.83, df=8, p< 
0.02) and in the comparison subjects (r=0.66, df=11, 
p<0.03), but the correlation was nonsignificant in the 
group with endogenous depression (r=—0.02, df=8, 
p>0.95). After dexamethasone, ACTH values fell be- 
low the sensitivity of the assay in 75% (N=15) of the 
20 patients. The results were not evaluated statistically. 


DISCUSSION 


When salivary cortisol levels were measured, the 
percentages of nonsuppressors in the two depressed 
subgroups we studied were the same as those obtained 
when plasma cortisol determinations were used. Pa- 
tients categorized as nonsuppressors according to the 
standard cutoff level for plasma cortisol (5 pg/dl) were 
also nonsuppressors when salivary cortisol levels were 
evaluated (cutoff level of 1 ng/ml). Although more ex- 
tensive experience is necessary before cutoff salivary 
cortisol values for the DST that have the same speci- 
ficity and sensitivity as plasma levels can be defined, 
our preliminary results are in the range of those de- 
scribed by other authors who have found the best cut- 
off point to be 0.7 ng/ml (4). 

It has been noted that a single nocturnal (11:00 
p.m.) measurement of salivary cortisol in patients not 
undergoing the DST could demonstrate the higher cor- 
tisolemia which exists in primary depressive disorders 
(14). Our data show that morning (8:00 a.m.) predexa- 
methasone salivary concentrations are significantly 
higher in endogenously depressed patients than in nor- 
mal comparison subjects. Statistical analysis of the 
baseline salivary cortisol values for the two depressed 
subgroups showed a clear tendency toward a signifi- 
cant difference, and the data are in accord with the 
results found in our laboratory for plasma cortisol 
when a larger number of patients were evaluated (12). 

Although the difference was not statistically signifi- 
cant, we found a definite trend toward greater baseline 
plasma ACTH values in the patients with endogenous 
depression than in those with nonendogenous depres- 
sion and the comparison subjects, in agreement with 
earlier reports of greater ACTH secretion in major de- 
pressive illness (2). To our knowledge, a correlation 
between salivary cortisol and plasma ACTH levels has 
not previously been described in depressed patients. In 
this preliminary study we obtained significant correla- 
tions between the two hormone levels at baseline for 
the patients with nonendogenous depression and the 
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FIGURE 2. Plasma ACTH Concentrations in 20 Patients With 
Endogenous or Nonendogenous Depression and 12 Comparison 
Subjects at Baseline and in the Depressed Patients After 1 mg of 
Dexamethasone? 
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comparison subjects. The correlation between plasma 
ACTH level and total cortisol level is difficult to dem- 
onstrate even in normal subjects (7, 8), and our results 
could be explained by the advantages of salivary cor- 
tisol measurements over plasma cortisol determina- 
tions in response to ACTH changes (9, 10). We were 
not able to find a significant correlation between base- 
line levels of salivary cortisol and plasma ACTH in the 
endogenously depressed patients, results which may in 
part be interpreted in the context of recent reports on 
cortisol secretion. A number of studies in several ani- 
mal species have shown that other substances, rather 
than ACTH, may stimulate or modulate adrenal cor- 
ticosteroidogenesis (15—17). The exclusive role of 
ACTH in the regulation of cortisol secretion in human 
beings has been questioned (18), and the biochemical 
alterations in depressed patients at the rain or pitu- 
itary level could influence cortisol secretion through a 
peripheral site of action or through the autonomic in- 
nervation of the adrenal cortex. 

We conclude that, since saliva is a biological fluid 
which offers a number of advantages in clinical testing, 
measurement of salivary cortisol levels before and after 
dexamethasone could be a reliable and practical tech- 
nique in psychiatry for performing the DST and for 
gathering evidence on hyperactivity of the HPA axis in 
major depression. 
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Objective: This study sought to determine whether an equal photon density of green light 
is superior to red light in treating seasonal affective disorder. Method: After recruitment 
through the media, 20 outpatients with seasonal affective disorder participated in a balanced- 
order crossover trial of 1 week of green light therapy compared with 1 weer of red Ezht 
therapy. Each treatment consisted of 2 hours of daily light treatment at home in the early 
morning. Ultraviolet light was excluded from both treatment conditions. The photon den- 
sities of the two treatments (2.3x10"* photons/sec per cm”) were similar to those used in 
previous studies of therapy with 2500-lux white light. Fourteen patients completed the study. 
At least 1 week separated each treatment period to allow time for relapse. Effectiveness of 
treatment was assessed by analysis of variance of changes in ratings on the Hamilton Rating 
Scale for Depression. Results: Although patients’ expectations of the two treatments were 
similar, green light induced greater antidepressant effects than red light. A Sequence by Calor 
interaction was also demonstrated. Conclusions: Green light provides a treatment efect 
superior to that of red light and similar to that seen in previous studies with white I:ght. 
These results are consistent with the hypothesis that retinal photoreceptors mediate. the 
antidepressant response in seasonal affective disorder. Identifying optimal wavelength: for 


light treatment is important in optimizing phototherapy efficacy. 


(Am J Psychiatry 1991; 148:509-511) 


S easonal affective disorder (1) may be treated with 
white light (2). A recent study (3) suggested that 
white light is more therapeutic for this disorder than 
red or blue light. No trial, however, has established 
whether a specific wavelength band can treat the dis- 
order effectively. 

We conducted a crossover study of the antidepres- 
sant effects of green versus red light in seasonal affec- 
tive disorder. We chose green because retinal photore- 
ceptors are more sensitive to green wavelengths than to 
any other band of visible light (4), and we chose red 
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because of its previous use as a plausible placebo for 
depressed patients (3, 5). 


METHOD 


The subjects were recruited through -he media. Cri- 
teria for entry into the study were 1) a diagnosis of 
seasonal affective disorder (1), 2) a score of at least 13 
on the 21-item Hamilton Rating Scale zor Depression, 
3) no phototherapy for 10 days before the study, and 
4) no previous experience of therapy w-th green or red 
light. All subjects gave informed consent. They kept 
their sleep schedules and medication regimens, if any, 
constant for 2 weeks before the study end throughout 
the trials. 

In winter, during different 7-day peziods, these de- 
pressed patients were exposed in their homes te dif- 
ferent daily 2-hour treatments with co_ored light be- 
tween 5:30 a.m. and 9:00 a.m. The t-2zatments were 
administered in a balanced, randomized crossover de- 
sign with at least 7 days between treetment periods. 
Raters who were blind to the order of the treatments 
evaluated patients weekly with a structured interview 


509 


USE OF COLOR IN SEASONAL AFFECTIVE DISORDER 


TABLE 1. Scores on the 21-Iltem Hamilton Rating Scale for De- 
pression of 14 Patients With Seasonal Affective Disorder Treated 
With Green and Red Light 


Hamiltcn Depression Score 


Green Light Red Light 
Condition/ After After 
Patient Baseline 1 Week Baseline 1 Week 
Green light first 
1 28 16 14 4 
2 17 1 12 12 
3 24 13 14 21 
4 18 6 18 19 
5 13 2 12 3 
6 18 12 12 18 
7 27 15 15 6 
Group 
Mean 21 9 14 12 
SD 6 6 2 8 
Red light first 
8 13 12 21 15 
9 18 5 18 4 
10 12 21 13 21 
11 29 4 26 16 
12 13 0 18 4 
13 19 7 23 3 
14 12 12 17 18 
Group 
Mean 17 9 19 12 
SD 6 7 4 8 
Total 
Mean 19 9 17 12 
SD 6 6 4 7 


that included the 21-item Hamilton depression scale 
and an atypical symptom subscale (6). Patients’ Hamil- 
ton scale scores were required to be 12 or higher before 
the second treatment—lower than required for the ini- 
tial treatment, since depression frequently takes more 
than 1 week to relapse to pretreatment levels. If a pa- 
tient’s Hamilton score was less than 12 after 1 week, 
additional weeks were allowed for relapse. 

In the two lighting conditions we used equal quanta 
(2.3x 10) photons/sec per cm”) of red or green light— 
similar to those used in previous studies of therapy 
with 2500-lux white light (1-3, 7). All lamps (fluores- 
cent 40-W red and fluorescent 40-W green) were 
“burned in” and housed in portable fixtures with clear 
pyramidal diffusers and ultraviolet and gelatin filters. 
The red and green light units emitted half-peak band- 
widths of 615—685 nm and 505—555 nm, respectively. 
To balance photon density, patients sat 30 inches from 
a unit containing eight green bulbs in one condition 
and 20 inches from a unit containing 16 red bulbs in 
the other. 

Patients were not informed about the color of light 
they would receive each week until each treatment 
condition began. After experiencing the treatment con- 
dition briefly, each patient completed an expectation 
assessment form (8). We assessed color vision weekly 
with a Nagel anomaloscope, the Farnsworth-Munsell 
100-hue test, or both. 

We examined changes in mood by means of analysis 
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of variance (ANOVA) with one grouping factor (se- 
quence) and one repeated measure (color), and we 
compared changes in scores on the structured inter- 
view by means of t tests. We evaluated expectations 
with the Wilcoxon signed-ranks test and Spearman 
rank-order correlations. 


RESULTS 


Ten women and four men completed the experi- 
ment. Ten of these patients met criteria for unipolar 
depression, and four met criteria for bipolar II depres- 
sion. No patient showed evidence of abnormal color 
vision. Seven patients were assigned to each color 
treatment first. Six other patients did not complete the 
study because of noncompliance, medical illness, or 
failure to relapse after the first treatment condition. 

The ANOVA of Hamilton depression scores showed 
a color effect (F=6.2, df=1, 12, p<0.05) and a Se- 
quence by Color interaction (F=6.2, df=1, 12, p< 
0.05) (table 1). The interaction occurred because pa- 
tients treated with red light first had equal improve- 
ments in depression scores in both conditions (8+11 
with green and 8+10 with red), whereas patients 
treated with green light first had a much larger im- 
provement with green light (11+3) than with red light 
(2+7). Hamilton depression ratings before the two 
treatments were not significantly different. Using t 
tests, we found that changes in Hamilton score were 
significant for the green light condition only (green 
light, t=4.5, df=13, Bonferroni p<0.005; red light, 
t=2.1, df=13, Bonferroni p>0.10, p=0.58). The mean 
+SD change in atypical symptom score with green 
light was 6+7 points (t=3.5, df=13, Bonferroni p< 
0.05), and the change with red light was 77 points 
(t=3.5, df=13, Bonferroni p<0.05). The ANOVA for 
atypical symptoms showed no sequence, color, or in- 
teraction differences. 

Expectations of response in both conditions were 
similar and largely positive. There was no correlation 
between expectations of improvement and changes in 
Hamilton depression score in either condition. 


DISCUSSION 


The antidepressant effect of green light was superior 
to that of red light. The magnitudes of change in 
Hamilton depression score with green and red light 
resemble those observed in previous studies in which 
an active form of phototherapy was compared with an 
inactive one (2). 

Since ultraviolet radiation was screened out from 
both the red and the green light sources, this study 
suggests that ultraviolet radiation is not critical to pho- 
totherapy in seasonal affective disorder. Since ultravi- 
olet radiation has been associated with adverse effects, 
it is important for clinicians to know that ultraviolet is 
probably unnecessary for the antidepressant effects of 
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phototherapy. We cannot rule out the possibility, how- 
ever, that phototherapy for seasonal affective disorder 
might be more effective with a certain amount of ul- 
traviolet radiation. Similarly, the failure of red light as 
an antidepressant in this study should not be viewed as 
proving that it is ineffective, but only that it was inef- 
fective in this paradigm. 

The effectiveness of green light is consistent with the 
hypothesis that retinal photoreceptors mediate the an- 
tidepressant response in seasonal affective disorder. In 
view of these experimental results, it seems logical to 
focus the search for biological mechanisms of photo- 
therapy on processes involving photoreceptors. 

We also explored the relation between expectations 
of and responses to phototherapy. Expectations of the 
two types of phototherapy poorly predicted patients’ 
responses to treatment. This suggests that expectations 
did not account for most of the therapeutic effect of 
green light that we saw in this study. 

A Sequence by Condition interaction has been found 
in several studies of seasonal affective disorder. One 
interpretation of the interaction we found in our study 
is that the placebo effect of red light was almost as 
powerful as green light in the first treatment condition. 

Several properties of phototherapy that are critical 
for its therapeutic effect have been identified. Intensity 
(1) and duration (2) appear to be important. Early 
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morning may be the most effective time for treatment 
(2, 7), although this hypothesis is controversial. In this 
study we addressed wavelength. It now seems that ul- 
traviolet-free green light will provide a treatment effect 
similar to that seen with white light in earlier studies. 
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Cardiovascular Effects of Bupropion 
in Depressed Patients With Heart Disease 


Steven P. Roose, M.D., Gregory W. Dalack, M.D., Alexander H. Glassman, M.D., 


Sally Woodring, R.N., M.A., B. Timothy Walsh, M.D., 
and Elsa Grace V. Giardina, M.D. 


Objective: The cardiovascular effects of therapeutic plasma levels of tricyclic antidepres- 
sants in depressed patients with and without preexisting cardiac disease have been well 
characterized and include orthostatic hypotension and conduction delay. Bupropion, struc- 
turally unrelated to tricyclic antidepressants, is relatively free of cardiac side effects in de- 
pressed patients without cardiac disease. However, it is unknown whether bupropion is safe 
for depressed patients with preexisting heart disease, so the authors studied the cardiovas- 
cular effects of bupropion in such patients. Method: The subjects were 36 inpatients with 
DSM-III major depression and preexisting left ventricular impairment (N=15), ventricular 
arrhythmias (N=13), andlor conduction disease (N=21). The patients continued their car- 
diac drug regimens and received bupropion for 3 weeks (mean+SD dose=442+47 mg/day). 
Cardiovascular functioning was measured by pulse, blood pressure, high-speed ECG, 24- 
hour portable ECG, and radionuclide angiography. Results: Although bupropion caused a 
rise in supine blood pressure, it did not cause significant conduction complications, did not 
exacerbate ventricular arrhythmias, had a low rate of orthostatic hypotension, and had no 
effect on pulse rate. However, bupropion treatment was discontinued for 14% of the patients 
because of adverse effects, including exacerbation of baseline hypertension in two patients. 
Conclusions: The cardiovascular profile of bupropion may make this drug a useful agent in 
the treatment of the depressed patient with preexisting cardiovascular disease. Further stud- 
ies, with longer durations of bupropion treatment and more subjects, are needed to confirm 


these findings. 
{Am J Psychiatry 1991; 148:512-516) 


here has been longstanding concern over the car- 
diovascular effects of tricyclic antidepressants, 
originally prompted by the observation that patients 
who took overdoses of tricyclic antidepressants died 
from heart block and/or arrhythmias (1). Over the past 
15 years, a number of careful studies have established 
the characteristic effects and cardiovascular complica- 
tions of tricyclic treatment in depressed patients with 
and without heart disease (2—4). 
Bupropion is a new antidepressant of the aminoke- 
tone class that is structurally unrelated to the tricyclic 
antidepressants, and it is relatively free of cardiac side 
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effects in healthy depressed patients (5, 6). However, it 
was unknown whether bupropion is safe for depressed 
patients with preexisting heart disease. Therefore, the 
goal of this study was to evaluate the cardiovascular 
effects of bupropion in depressed patients with pre- 
existing congestive heart failure, conduction disease, 
and/or ventricular arrhythmias. Some of these data 
have been previously reported (7). 


METHOD 
Subjects 


This paper contains the findings of a 3-year study of 
bupropion in depressed patients with cardiovascular 
disease. All of the data reported in this study were 
obtained from inpatients admitted to the Affective 
Disorders Research Unit of the New York State Psy- 
chiatric Institute who had both cardiac disease and 
DSM-III major depression severe enough to warrant 
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treatment with an antidepressant medication. On ad- 
mission, each patient was examined by a psychiatrist 
and a cardiologist. To be included in this study, a pa- 
tient had to have 1) a history of congestive heart failure 
and/or an enlarged heart according to chest roentgen- 
ogram (cardiac thoracic ratio greater than 0.5 in the 
frontal view), 2) evidence of bundle branch block, de- 
fined as a QRS interval greater than 0.10 seconds, or 3) 
more than 10 ventricular premature depolarizations per 
hour, as determined by two separate, continuous 24- 
hour ECG recordings. All patients gave informed con- 
sent, and the study was approved by the Institutional 
Review Board of the New York State Psychiatric Insti- 
tute/Columbia University Department of Psychiatry. 

Thirty-six patients met the protocol criteria: 15 with 
congestive heart failure, 21 with conduction disease, 
and 15 with ventricular arrhythmias; some patients 
had more than one cardiac problem concurrently. 
There were 14 men and 22 women, and their mean+ 
SD age was 69+9 years (range, 49-86 years). 


Procedure 


Treatment with all psychotropic drugs except benzo- 
diazepines was discontinued; stable doses of digoxin, di- 
uretics, and antihypertensives were maintained. Each pa- 
tient’s cardiac drug regimen was maintained for 7 to 10 
days, and then baseline cardiovascular measurements 
were obtained. Left ventricular ejection fraction was de- 
rived from first pass radionuclide angiography, as previ- 
ously described by Goldman et al. (8). High-speed ECG 
(2) was used to measure duration of PR and QRS inter- 
vals (in milliseconds), and 24-hour ECG recordings with 
a movable monitor were used to determine 1) intermit- 
tent periods of higher-degree AV block in patients with 
bundle branch block that were not evident on the ECG, 
2) ventricular arrhythmias, and 3) mean 24-hour pulse 
rate. 

Blood pressure was measured three times daily. Su- 
pine blood pressure was measured after at least 5 min- 
utes of quiet rest. After the patient stood for 1 minute, 
the blood pressure measurement was repeated. To ob- 
tain mean supine and standing blood pressure meas- 
urements for the predrug and drug periods, the daily 
blood pressure readings were pooled and averaged for 
the drug-free week and for the third week of drug 
treatment. Orthostatic drop is defined as the supine 
systolic blood pressure minus the standing systolic 
blood pressure. For the purposes of this study, a pa- 
tient was considered to have orthostatic hypotension 
that required discontinuation of drug treatment if 1) 
an orthostatic drop of 50 mm Hg or more was re- 
corded on 3 separate days and/or 2) the patient was 
unable to maintain a standing position because of 
symptoms associated with an orthostatic drop of 30 
mm Hg or more. 

After baseline cardiac measurements were obtained, 
bupropion treatment was started. The initial dose was 
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150 mg/day, given by mouth, which was increased to 
450 mg/day by day 7. Drug was administered in three 
equal doses during the day. In two cases the dose was 
raised above 450 mg/day (550 mg for one patient, 600 
for the other) because only partial response was noted 
(these doses are higher than currently recommended). 
The mean+SD daily dose of bupropion was 442+47 
mg (range, 350-600 mg). The plasma level of drug, 
based on a sample obtained 12 hours after the last 
dose, was measured 2 weeks after the patient reached 
the full dose. This produced an average concentration 
of bupropion and its major metabolites of 3719+1530 
ng/ml at steady state, as determined with the method 
of Cooper et al. (9). After 3 weeks of drug treatment, 
the cardiovascular measures were repeated. 

The results are expressed as mean+SD. For statisti- 
cal analysis, we calculated mean change (+SD) and 
used paired t tests to compare baseline measurements 
with those during bupropion treatment. Statistical sig- 
nificance was defined as p<0.05. 


RESULTS 


Pulse rate measurements were available at baseline 
and during bupropion treatment for 34 of the 36 pa- 
tients in the study. The mean 24-hour pulse rate at 
baseline was 74.8+11.9 bpm, compared with 76.6+ 
10.4 bpm with bupropion (mean change, 1.8+10.2 
bpm; t=~—1.03, df=33, n.s.). 

As shown in table 1, bupropion induced a statisti- 
cally significant increase in lying systolic and diastolic 
blood pressures. The mean standing systolic and dias- 
tolic blood pressures were not significantly different 
during bupropion treatment. Bupropion induced a sta- 
tistically significant, but clinically insignificant, in- 
crease in orthostatic drop (table 1). However, one pa- 
tient developed dizziness and fell in conjunction with 
an orthostatic drop of 40 mm Hg, and bupropion was 
discontinued. 


Effects on Cardiac Functioning 


In the 15 patients with impaired left ventricular 
function, the mean ejection fraction during the base- 
line period was 34%+13% (range, 11%—54%). At 
maximum dose of bupropion the mean ejection frac- 
tion was 32%+14% (range, 16%-64%), and the 
mean change between tke baseline and bupropion pe- 
riods was 2%+6% (t=1.18, df=14, n.s.). Thus, bu- 
propion had no significant effect on ejection fraction. 

We analyzed separately the data on orthostatic drop 
in the 15 patients with impaired left ventricular func- 
tion. Their orthostatic crop was 3+7 mm Hg before 
treatment and 3+10 mm Hg with bupropion (t=0.16, 
df=14, n.s.). No patient in this group stopped taking 
bupropion because of orthostatic hypotension. 

For the 21 patients who had preexisting conduction 
disease, the mean PR interval was 0.162+0.02 second 
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TABLE 1. Blood Pressure Before and During Bupropion Treatment in 36 Patients With Major Depression and Cardiac Disease 


Blood Pressure (mm Hg) 


Paired t Test 


Baseline Bupropion Change i 

Measure Mean SD Mean SD Mean SD (df=35) p 
Supine blood pressure 

Systolic 140 16 145 20 5 10 -2.79 <0.017 

Diastolic 76 7 79 9 3 5 —3.00 <0.005° 
Standing blood pressure 

(after 1 minute) 

Systolic 136 18 137 19 1 10 0.70 n.s. 

Diastolic &0 8 82 9 2 6 1.93 n.s. 
Orthostatic drop 4 9 7 12 4 9 2.57 <0.02° 


The magnitude of drug effect, although statistically significant, was not clinically significant. However, the relatively small changes in the 
group means did not imply safety for all patients. One patient developed symptomatic orthostatic hypotension, and two patients developed 


significant systolic hypertension (see text). 


at baseline and 0.167+0.03 during drug treatment 
(mean change, 0.005+0.01 second; r=—2.02, df=20, 
p=0.06). The mean QRS interval was 0.126+0.01 sec- 
ond before treatment and 0.128+0.02 with drug 
(mean change, 0.002+0.01; t=—0.94, df=20, n.s.). 
There were no significant conduction complications 
and no evidence of a higher degree of AV block during 
drug treatment than at baseline. 

Fifteen patients had 10 or more ventricular prema- 
ture depolarizations per hour during two continuous 
24-hour ECG recordings: 164+133 per hour at base- 
line and 69+149 at the maximum dose of bupropion 
(mean change, —95+222; t=1.66, df=14, p=0.12). 
One patient had a mean of 56 ventricular premature 
depolarizations per hour at baseline, which increased 
to 588 per hour with bupropion and subsequently to 
1439 per hour after drug treatment. This fluctua- 
tion probably represents day-to-day variability in the 
frequency of ventricular premature depolarizations. 
When this patient was excluded from the data set, 
the remaining 14 patients hed 172+134 ventricular 
premature depolarizations per hour at baseline and 32+ 
40 with drug, i.e., 82% suppression (mean change, 
—140+144; t=3.64, df=13, p<0.005) (see figure 1). 


Complications 


Five patients could not complete treatment because 
of adverse effects. One patient had psoriasis and de- 
veloped a skin rash after 10 days at a dose of 450 
mg/day of bupropion. The rash resolved after cessation 
of bupropion treatment. The results of a skin biopsy 
were consistent with a drug eruption. For two other 
patients, both of whom had mild hypertension at base- 
line, bupropion treatment was discontinued because of 
further elevation of systolic and diastolic blood pres- 
sures. One had a mean baseline standing blood pres- 
sure of 165/92+12/12 mm Hg and a highest single 
recording at baseline of 188/108 mm Hg. During bu- 
propion treatment the systolic blood pressure in- 
creased to 180-200 mm Hg frequently and reached a 
maximum of 214/120 mm Hg. Bupropion treatment 
was discontinued, and the average blood pressure re- 
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FIGURE 1. Ventricular Premature Depolarizations Before and Dur- 
ing Bupropion Treatment in 15 Depressed Patients With Heart Dis- 
ease 
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turned to the baseline range (170/86+14/10 mm Hg), 
and the maximum was 178/90 mm Hg. Another pa- 
tient’s mean baseline standing blood pressure was 163/ 
89+18/9 mm Hg, and the highest single baseline re- 
cording was 204/96 mm Hg. After 2 weeks of taking 
bupropion, the patient’s systolic blood pressure was 
frequently in the 190-210 mm Hg range, and the max- 
imum was 210/110 mm Hg. Again, bupropion treat- 
ment was discontinued, and after 3 days the average 
standing blood pressure was 151/88+8/6 mm Hg, and 
the maximum was 160/98 mm Hg. A fourth patient, 
who had a history of hypertension but did not have 
impaired left ventricular function, became dizzy and 
fell in association with a 40 mm Hg orthostatic drop 
after 8 days of treatment. Major orthostatic drops 
ceased within a day after discontinuation of bupropion 
treatment. The fifth patient, who had a history of myo- 
cardial infarction, syncope, lightheadedness, and New 
York Heart Association class III stable angina, devel- 
oped a changing anginal pattern after 19 days of tak- 
ing bupropion. 

While cause-and-effect relationships are difficult to 
establish, in four of the five cases the adverse condi- 
tions resolved after discontinuation of bupropion 
administration. 
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DISCUSSION 


Previous studies have focused on whether tricyclics 
are safe for depressed patients with preexisting heart 
disease, specifically congestive heart failure, conduc- 
tion delay, or ventricular arrhythmias (10, 11). 

A number of investigators have concluded that imip- 
ramine, nortriptyline, and doxepin do not have a del- 
eterious effect on left ventricular function (12-14), 
even in patients with severe preexisting left ventricular 
impairment. However, the rate of orthostatic hypoten- 
sion induced by imipramine in the patients studied ap- 
proached 50% (14), making its use problematic. In 
contrast, the rate of orthostatic hypotension associated 
with nortriptyline is much lower (12). Thus, in de- 
pressed patients with left ventricular impairment, nor- 
triptyline can usually be used safely even when imip- 
ramine treatment has been discontinued because of 
orthostatic hypotension (12). 

With respect to the effect on cardiac conduction, 
early studies (2) demonstrated that in patients without 
heart disease, tricyclics, at plasma concentrations 
effective for treatment of depression, frequently pro- 
long the PR, QRS, and QTc intervals but rarely, if 
ever, Cause symptomatic conduction disturbance. Sub- 
sequently, Roose et al. (15) compared the risks of car- 
diovascular complication at therapeutic plasma tricy- 
clic concentrations in 155 patients with normal ECGs 
and 41 patients with prolonged PR interval and/or 
bundle branch block. The prevalence of 2:1 AV block 
was significantly greater in the patients with preexist- 
ing bundle branch block (9%) than in the patients with 
normal ECGs (0.7%). In an additional 10% of the 
patients with preexisting bundle branch block, treat- 
ment with tricyclics was discontinued because of pro- 
longation of the QRS interval by more than 25%. 
Thus, although nortriptyline can be relatively safely 
used to treat depressed patients with left ventricular 
impairment, all of the tricyclics, including nortripty- 
line, should be used with caution with patients who 
have bundle branch disease. 

The data reported herein allow comparison of the 
cardiovascular effects of bupropion in a comparable 
group of patients. This study had six major findings: 1) 
bupropion did not affect pulse rate, 2) bupropion 
caused an elevation in supine blood pressure, 3) bu- 
propion did not affect left ventricular function, even in 
patients with severe preexisting left ventricular impair- 
ment, 4) bupropion induced orthostatic hypotension in 
only one of 36 patients with cardiovascular disease, 
but in none of the patients with impaired left ventric- 
ular function, 5) bupropion did not significantly pro- 
long cardiac conduction or induce higher degrees of 
AV block in patients with preexisting bundle branch 
block, and 6) bupropion did not exacerbate preexist- 
ing ventricular arrhythmias and, indeed, may have had 
some antiarrhythmic effect. 

Thus, when treating a depressed patient with severe 
heart disease, bupropion may have some advantages 
over tricyclic antidepressants. These are, most notably, 
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minimal orthostatic hypotension and lack of prolon- 
gation of intraventricular conductioa. In addition, in 
the limited number of bupropion overdose cases to 
date, there have been no major cardiovascular ccmpli- 
cations (data on file at Burroughs Wellcome). 

However, conclusions regarding the relative safety 
of bupropion treatment for patients with preexisting 
cardiovascular disease must be tempered by recogni- 
tion of the limitations of our study. We have reported 
the cardiovascular effects of bupropion over a 3-week 
treatment period. It is possible that over a longer pe- 
riod of treatment for depression other effects might 
emerge. In addition, bupropion may have uncommon 
but important cardiovascular effects that we did not 
detect in our small study group. Lastly, 14% of our 
patients, who had both severe depression and signifi- 
cant cardiac disease, were unable to tolerate the med- 
ication. Of particular concern were two patients with 
preexisting hypertension who had significant increases 
in blood pressure that resolved after bupropion treat- 
ment was discontinued. Overall, we found a modest 
but statistically significant rise in blood pressure with 
bupropion. The question remains whether there is a 
subpopulation who are particularly sensitive to the 
hypertensive effect of the drug. 

The cardiac advantages of bupropion must be 
weighed against other clinical considerations. Specifi- 
cally, because of the well-established relationship be- 
tween plasma concentration and clinical outcome for a 
number of the standard tricyclic antidepressants (16), 
tricyclics can be used with greater effectiveness than 
can newer compounds for which such a relationship 
has not been established. Furthermcre, while we have 
considered bupropion from a cardiovascular point of 
view, bupropion has its own profile of adverse effects; 
of these, seizures have been a particular concern (17). 

In the 3 years of this study, five patients who could not 
tolerate tricyclics because of cardiovascular side effects 
were treated and maintained with bupropion. Because of 
such patients, bupropion may be a clinically important 
addition to the antidepressant armamentarium. 
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Controlled Discontinuation of Benzodiazepine Treatment 


for Patients With Panic Disorder 


Russell Noyes, Jr., M.D., Michael J. Garvey, M.D., 
Brian Cook, D.O., and Michael Suelzer, M.S. 


Objective: The purpose of this study was to compare the effects of discontinuing treat-nent 
with intermediate- and long-acting benzodiazepines. Method: Fifty patients with panic dis- 
order who had taken part in a double-blind treatment study and had responded to aipra- 
zolam, diazepam, or placebo for 8 months were asked to stop taking these medications 
gradually. Results: After a relatively rapid dose reduction, the majority of patients relapsed. 
Rebound anxiety and withdrawal symptoms were identified in a substantial minority of 
patients. Those who were taking alprazolam showed earlier and more intense reb3und 
anxiety and withdrawal symptoms than did the patients who received diazepam. Bota the 
level of pretreatment anxiety and the drug the patient was taking predicted the level of 
anxiety when drug treatment was discontinued. Conclusions: The findings indicate that 
withdrawal phenomena commonly occur after patients stop taking benzodiazepines anc that 





they are more frequent after discontinuation of treatment with shorter-acting drugs. 


(Am J Psychiatry 1991; 148:517—523) 


I t is clear that we now have effective pharmacologic 
treatments for panic disorder; not so clear is the 
long-term efficacy and safety of these treatments. The 
issue is important because panic disorder is a chronic 
illness. In fact, despite continuing treatment, 90% of 
the patients in a recent study (1) remained sympto- 
matic after 3 years. Other follow-up studies of patients 
with panic disorder and agoraphobia have had similar 
findings (2-8). Consequently, drug treatments that are 
effective may be administered for long periods, causing 
many to wonder what the long-term benefits and risks 
of such treatments are (9). Of course, the major con- 
cern regarding long-term benzodiazepine use is depen- 
dence, both psychological and physical (10, 11). 
Alprazolam is a high-potency trizalobenzodiazepine 
that has been shown to be effective in the treatment of 
panic disorder (12, 13). Its use for this condition has 
been studied extensively, and several investigators 
have looked at what happens when treatment with the 
drug is discontinued (14-16). For instance, Fyer et al. 
(17) observed a rapid return of panic attacks and the 
development of withdrawal symptoms in a series of 
patients who stopped taking alprazolam after about 6 
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months. Also, Pecknold et al. (18) discontinued alpra- 
zolam treatment of 60 panic patients who had taken 
an average of nearly 5 mg/day for 8 weeks. Tapering of 
the drug over 4 weeks resulted in rebound of panic 
attacks in 27% of the subjects and a withdrawal syn- 
drome in 35%. In another placebo-ccntrolled study, 
Roy-Byrne et al. (19) compared the discontinuation of 
alprazolam with that of diazepam afer these drugs 
had been taken by panic patients for 6 weeks. After an 
initial taper, abrupt discontinuation of drug treatment 
resulted in a higher prevalence of relapse and rebound 
in the patients taking alprazolam than in those taking 
diazepam. In all of these studies alprazolam treatment 
was discontinued relatively rapidly. 

We report the results of a double-bl nd comparison 
of the gradual discontinuation of alp-azolam, diaze- 
pam, and placebo administration in 50 patients with 
panic disorder who had taken these drugs for 8 
months. 


METHOD 
Subjects 


This study involved a subgroup o£ patients with 
panic disorder who had participated in a controlled 
treatment study, the results of which will be reported 
elsewhere. The panic disorder subjects were recruited 
through the news media and screened with the Struc- 
tured Clinical Interview for DSM-III (SZID) (20). Each 
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was required to meet the DSM-III-R criteria for panic 
disorder and to have had at least one panic attack per 
week for 3 weeks. Patients were excluded if they had 
major physical or psychiatric illnesses, including schizo- 
phrenia, bipolar disorder, melancholia, dementia, or 
alcohol abuse within the past 6 months. Patients with 
major depression were excluded if the onset preceded 
that of panic disorder or if depressive symptoms dom- 
inated the clinical picture. 

At baseline, information concerning demographic 
and additional illness variables was recorded. The de- 
mographic information included age, sex, marital sta- 
tus, and social class according to Hollingshead’s Two- 
Factor Index of Social Position (21). We used the SCID 
to separate the patients into panic disorder subtypes 
(uncomplicated, limited phobic avoidance, and exten- 
sive phobic avoidance) according to a preliminary 
draft of DSM-III-R (Oct. 5, 1985), and patients with 
major depression (current or past) were identified. Us- 
ing the Structured Interview for DSM-III Personality 
Disorders (22), we identified subjects with any DSM- 
II personality disorder. In addition, we recorded the 
duration of illness for each subject. 

After at least a week without any psychotropic med- 

ication, the patients were randomly assigned to alpra- 
zolam, diazepam, or placebo. Capsules containing 1 
mg of alprazolam, 10 mg of diazepam, or placebo were 
administered in double-blind fashion. The dose was 
adjusted to achieve max:mum benefit within the limits 
of tolerance. During the initial phase the patients were 
seen weekly; thereafter, the interval was gradually ex- 
tended to every other month. During each visit the 
Hamilton Anxiety Rating Scale (23) and Self-Rated 
Anxiety Scale (24) were administered. Also recorded 
were the frequency of panic attacks (three or more 
symptoms) during the previous week and an estimate 
of improvement on an 11-point scale of global im- 
provement (0=very bac, could not be worse; 5=no 
change; and 10=major improvement, back to normal) 
(12). 
' Originally, 121 patients were enrolled in the treat- 
ment study, which lasted 8 weeks. At the end of that 
period, the patients who had responded to the study 
medication were invited to continue taking that med- 
ication under double-blind conditions. Sixty-two of 
the original participants elected to continue taking 
medication for 6 months and were eligible to take part 
in the discontinuation study. Of these 62, 12 dropped 
out of the treatment study before dose reduction was 
to have begun. All but six of the remaining 50 subjects, 
who completed at least 1 week of dose reduction, had 
been taking the study medication for 8 months. 

Twenty-four women and 26 men took part in the 
discontinuation study; all gave informed consent. 
Their mean+SD age was 39.1+9.8 years. Nineteen 
subjects met the DSM-III-R criteria for extensive pho- 
bic avoidance, 22 met the criteria for limited phobic 
avoidance, and nine werz diagnosed as having uncom- 
plicated panic disorder. Nineteen subjects also met the 
criteria for major depression (current or past). The me- 
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dian duration of illness was 9.5 years. At baseline the 
mean+SD Hamilton anxiety score was 19.6+8.3, and 
at the end of the treatment study it was 9.2+8.6. The 
mean number of panic attacks per week was 5.4+7.9 
at baseline and 0.5+1.0 at the end of the treatment 
study. The medication groups and their mean doses at 
the end of the treatment study were as follows: alpra- 
zolam: N=25, 4.1 mg/day; diazepam: N=19, 34.0 
mg/day; placebo: N=6, 5.5 capsules/day. The subjects 
taking alprazolam did not differ significantly from 
those taking diazepam with respect to any baseline 
demographic or illness variable. 


Procedure 


At the end of the treatment study the patients were 
asked to reduce the dose of medication by 1 capsule 
every 3 days until the dose reached 2 capsules/day. At 
that point, half-strength capsules of alprazolam (0.5 
mg) and diazepam (5 mg) were substituted for the orig- 
inal capsules and the dose of drug or placebo was re- 
duced at the same rate (1 capsule every 3 days). The 
start of the taper was adjusted so that the last dose of 
study medication would coincide with a regularly 
scheduled visit. During the discontinuation study pa- 
tients were seen weekly, and visits were continued until 
the subjects had been without medication for at least 2 
weeks. 

The assessments that had been made during the 
treatment study were continued throughout the dose 
reduction and discontinuation (12). We also made 
weekly global ratings of the severity of anxiety symp- 
toms (absent, mild, moderate, severe, or extreme), the 
relationship of anxiety symptoms to those at baseline 
(much better, better, the same, worse, or much worse), 
the occurrence of new symptoms, the occurrence of 
unplanned telephone contacts, and failure to adhere to 
protocol. At baseline, at the end of the treatment 
study, and weekly during the period of dose reduction, 
a withdrawal symptom checklist was completed. This 
53-item checklist, containing both anxiety and benzo- 
diazepine withdrawal symptoms, was developed by M. 
Liebowitz (personal communication, 1985). 

Because the patients were taking doses ranging from 
1 to 10 capsules daily, the time required for discon- 
tinuing the study medication varied from 1 to 5 weeks. 
For this analysis, however, we included seven data 
points, the first two of which were baseline and the end 
of the treatment study. The other points were the last 
3 weeks of dose reduction and the first 2 weeks after 
discontinuation. Because a large number of subjects 
dropped out, we analyzed both the available data and 
data modified by endpoint imputing (except for the 
second week of no medication) (12). Endpoint imput- 
ing involves using the last scores recorded for subjects 
who dropped out to replace missing values later in the 
study. In most instances the results obtained with the 
two methods were similar, and we have included those 
obtained with endpoint imputing to minimize the loss 
of data. 
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TABLE 1. Outcome of Medication Discontinuation for Panic Disorder Patients Who Responded to Alprazolam, Diazepam, or Placebo 





A‘prazolam Versus 





Aprazolam Diazepam Placebo Diazepam 
(N=25) (N=191 (N=6) rr 
Outcome N % N % N % (df=1) p 
Relapse (comparison with end of 
treatment study) 
Increase in anxiety of =100% 16 64.0 12 63.2 3 50.¢: 0.00 0.95 
Increase in panic attacks of 
=100% 19 76.0 13 68.4 3 50.6 0.31 0.58 
Decrease in global improvement 
22 points 21 84.0 15 78.9 4 66.7 0.19 0.67 
Rebound (comparison with before 
treatment) 
Increase in anxiety of =50% 11 44.0 3 15.8 0 0.0 2.96 0.05 
Increase in panic attacks of 
=100% 10 40.0 4 21.1 1 16.7 1.79 0.18 
Global improvement score <3 
(range=0-10) 12 48.0 4 21.1 0 0.0 3.39 0.07 
Withdrawal (comparison with before 
treazment) 
Increase in withdrawal symptoms 
of =100% 7 28.0 1 5:3 1 16.7 3.75 0.05 
Increase in half or more of with- 
drawal symptoms 15 60.0 7 36.8 2 33.3 2.32 0.13 


Relapse refers to a worsening of symptoms com- 
pared to the end of treatment. We defined relapse as 
any of the following changes since the end of the treat- 
ment study: 1) a 100% increase in anxiety symptoms, 
as rated on the Hamilton anxiety scale, 2) a 100% 
increase in the frequency of panic attacks, or 3) a de- 
crease of 2 or more points on the global improvement 
scale. Rebound is a worsening of symptoms compared 
to baseline (before treatment). We defined rebound as 
1) a 50% increase in anxiety, as measured with the 
Hamilton anxiety scale, compared to baseline, 2) a 
100% increase in panic attacks compared to baseline, 
or 3} a global improvement scale rating of 3 or less 
(indicating symptoms worse than at baseline). Relapse 
or rebound was judged to have occurred if a subject 
met the stated criteria at any visit. 

Using the withdrawal symptoms checklist, we iden- 
tified symptoms that became worse during the taper 
and discontinuation of study medication than they had 
been at baseline. To do this, for each patient we sub- 
tracted the baseline value for each item, rated on a 
4-point scale, from the highest value recorded during 
dose reduction or after discontinuation. We then cal- 
culated the group’s mean change from baseline for 
each item and in this way identified 18 symptoms that 
became worse than they had been at baseline. The sum 
of the ratings for these 18 symptoms yielded a total 
withdrawal symptom score for each subject at each 
observation period. We defined withdrawal as 1) a 100% 
increase in the total withdrawal symptom score over 
the baseline score or 2) increases in the scores for half 
of the withdrawal symptoms compared to baseline. 

Comparisons of the subjects taking alprazolam and 
diazepam were made at the end of the treatment study, 
the last 3 weeks of dose reduction, and the first 2 
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weeks without medication. Because so few subjects 
were taking placebo, they were not included in most 
analyses. Analyses of variance for repeated measures 
were performed within treatment groups over time for 
anxiety and withdrawal symptoms. The starting point 
for these analyses was the end of the treatment study, 
and values for weeks 2, 3, and 4 of the discontinuation 
study were used to avoid observation periods with nu- 
merous missing values (weeks 1 and £). Testing for 
Drug by Time interactions was done firs:, and, if none 
were found, drug and time main effects were exam- 
ined. The frequencies of relapse, rebound, and with- 
drawal in the groups taking alprazolam and diazepam 
were compared by means of cai-square tests. The sub- 
jects who met the criteria for these outcomes at any 
observation period were included in the comperisons. 

Finally, we examined baseline variakles for predic- 
tors of anxiety and withdrawal symptoms during dis- 
continuation. For this analysis we used the scores at 
the end of the last week of dose reduciion. The rela- 
tionships between baseline variables and those out- 
come measures were analyzed wich stepwise multiple 
regression models. 


RESULTS 


The discontinuation study (2 weeks withouz medi- 
cation) was completed by 36.0% of the subjects taking 
alprazolam (N=9) and 42.1% of those taking diaze- 
pam (N=8) (x?=0.16, df=1, p=0.68) and by 66.7% 
of those taking placebo (N=4). Anxiety symptoms 
were rated as severe or extreme, at some point during 
the discontinuation, by 68.0% of the patients taking 
alprazolam (N=17) and 26.3% of the patients taking 
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FIGURE 1. Mean Hamilton Anxiety Ratings During Medication Dis- 
continuation for Panic Disordar Patients Taking Alprazolam (N=25) 
or Diazepam (N=19)? 
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*Repeated measures analysis showec a significant time effect (F= 
12.75, df=3, 94, p<0.0001} but no significant drug effect (F=1.54, 
df=1, 42, p=0.22) or Drug by Time interaction (F=0.86, df= 
3, 94, p=0.46). 


diazepam (N=5) (x*=7.50, df=1, p=0.006) and by 
16.7% of those taking placebo (N=1). Similarly, 
60.0% of the patients taking alprazolam (N=15) re- 
ported that, at some point, their anxiety symptoms 
became worse or much worse than they had been at 
baseline, compared to 26.3% of the patients taking 
diazepam (N=5) (x7=4.94, df=1, p=0.03) and 
16.7% of those taking placebo (N=1). Sixty percent of 
the subjects taking alprazolam (N=15) reported the 
development of new symptoms, as did 63.2% of the 
subjects taking diazepam (N=12) (x?=0.05, df=1, 
p=0.83) and 33.3% of those taking placebo (N=2). 
Forty-eight percent of the patients taking alprazolam 
(N=12) made unplanned telephone contacts to report 
distress, compared to 26.3% of the patients taking di- 
azepam (N=5) (x?=2.14, df=1, p=0.14) and none of 
those taking placebo. 

Table 1 shows the percentage of patients in each 
treatment group who met the criteria for relapse, re- 
bound, and withdrawal. According to these figures, the 
majority of the subjects taking alprazolam and diaze- 
pam relapsed, and the rete differed little between them. 
Most of the patients who had stopped having panic 
attacks by the end of the treatment study began expe- 
riencing them again during the tapering or after dis- 
continuation of drug treatment (73.7% of the subjects 
taking alprazolam and 60.0% of those taking diaze- 
pam). Fewer subjects met the criteria for rebound than 
for relapse, but the rate of rebound among the subjects 
taking alprazolam was more than double that among 
the subjects taking diazepam. Using the least stringent 
criteria (i.e. a 10% increase in the Hamilton anxiety 
scale score over baseline), we identified rebound in 
68.0% of the alprazolam subjects and 36.8% of the 
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FIGURE 2. Mean Frequency of Panic Attacks During Medication 
Discontinuation for Panic Disorder Patients Taking Alprazolam (N= 
25) or Diazepam (N=19)? 
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"Repeated measures analysis showed a significant time effect (F= 
3.32, df=3, 94, p=0.02), a nearly significant drug effect (F=3.55, 
df=1, 42, p=0.06), and no Drug by Time interaction (F=0.89, 
df=3, 94, p=0.44). 


diazepam subjects (x7=4.23, df=1, p=0.04) and in 
16.7% of the placebo subjects. Still fewer subjects met 
the criteria for withdrawal, but, again, a larger per- 
centage of alprazolam subjects qualified. 

Figure 1 shows the mean Hamilton anxiety scale 
scores during dose reduction and after discontinuation 
of alprazolam and diazepam treatment. The increase in 
anxiety began sooner and reached a peak earlier for 
the subjects taking alprazolam than it did for the sub- 
jects taking diazepam. The most intense anxiety was 
experienced during the last week of dose reduction or 
the first week without medication. Repeated measures 
analyses showed statistically significant drug and time 
effects for the global ratings of anxiety and global im- 
provement but no significant drug effect for the Hamil- 
ton anxiety ratings. No significant Drug by Time in- 
teractions were observed with any of the measures. As 
can be seen in figure 1, the profiles of increasing anx- 
iety symptoms appeared parallel for the subjects in the 
two groups. Figure 2 shows differences in the fre- 
quency of panic attacks for the subjects taking alpra- 
zolam and diazepam. A repeated measures analysis 
showed a significant time effect, a nearly significant 
drug effect, but no Drug by Time interaction. The fre- 
quency of attacks reached a peak at the end of the first 
week without drug in both groups of subjects. 

Table 2 shows the 18 withdrawal symptoms that 
became worse during drug discontinuation than they 
had been at baseline. The mean increase and the per- 
centage of subjects who reported worsening are pre- 
sented for each symptom. The symptoms showing the 
greatest increases were decreased appetite, impaired 
coordination or balance, and increased sensitivity to 
light. The mean total withdrawal symptom scores 
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TABLE 2. Withdrawal Symptoms of 34 Panic Disorder Patients 
During Discontinuation of Alprazolam or Diazepam Treatment? 


Increase in Patients 

Symptom From Withdrawal Pee a ls 
Symptom Checklist Mean SD N % 
Decreased appetite 0.50 1.2 12 35.3 
Impaired coordination or 

balance 0.44 14 12 353 
Increased sensitivity to light 0.38 13 11 32.4 
Initial insomnia 0.26 1.4 12 35.3 
Trouble thinking clearly 0.26 14 13 38.2 
Depressed mood 0.24 1.2 10 29.4 
Dizziness or lightheadedness 0.24 1.4 10 29.4 
Muscle aches or cramps 0.24 13 12 353 
Decreased libido 0.21 1.2 8 23.5 
Becoming upset easily 0.18 13 13 38.2 
Fainting 0.18 0.9 8 23.5 
Muscle weakness 0.15 11 8 23.5 
Weigkt loss 0.15 1.0 6 17.6 
Feelings of unreality 0.15 13 9 26.5 
Impaired memory 0.15 14 13 38.2 
Irritakility 0.09 1.0 10 29.4 
Depersonalization 0.09 1.1 7 20.6 
Muscle twitching 0.03 1.0 6 17.6 


“Baseline data were not obtained for 10 subjects. 
Items rated on 4-point scale; O=absent, 3=severe. With the excep- 
tion of the first three symptoms listed, the mean increases were not 
statistically significant (p<0.05). 


(sum of scores for 18 symptoms) for the subjects tak- 
ing alprazolam and diazepam were examined by 
means of a repeated measures analysis. This showed 
statistically significant time (F=8.62, df=3, 94, p< 
0.0001) and drug (F=4.83, df=1, 42, p=0.04) effects 
but no significant Drug by Time interaction (F=0.66, 
df=3, 94, p=0.58). The symptoms increased, peaked 
during the first week without medication, and during 
the second week without drug returned to the levels 
seen at the end of the treatment study. The subjects 
taking alprazolam experienced more severe with- 
drawal symptoms than did those taking diazepam. 
We examined the influence of a series of baseline 
demographic and illness variables on the level of anx- 
iety and withdrawal symptoms during drug discontin- 
uation. Because we observed no important differences 
between the subjects taking alprazolam and diazepam, 
we combined the groups for this analysis. For outcome 
variables we selected the level of anxiety and with- 
drawal symptoms at the end of the last week of dose 
reduction. We also created models using the maximum 
anxiety and withdrawal symptom scores and the mean 
scores for the last 2 weeks of dose reduction and the 
first week without drug. Table 3 shows the baseline 
variables (dichotomized or trichotomized for the table) 
that were predictive of anxiety and withdrawal symp- 
toms during the last week of dose reduction. A step- 
wise multiple regression analysis showed that the base- 
line score on the Self-Rated Anxiety Scale and drug 
were predictive of anxiety symptoms during the last 
week of dose reduction. Together these variables ac- 
courted for 48.1% of the variance. The level of anxi- 
ety and drug were also predictive of withdrawal symp- 
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TABLE 3. Relation of Baseline Variables to Anxiety and With- 
drawal Symptoms During Discontinuation of Alp-azolam cr Diaze- 
pam in 44 Panic Disorder Patients 


Level of Symptoms During Last 


Week of Dcse Reduction 
Hamilton Withdrawal 
Anxiety Symptom 
Rating Score 

Baseline Variable Mean SD Mean SD 
Panic subtype 

Extensive avoidance 22.5 2.7 22.5 3.0 

Limited avoidance 15.9 2.2 9.8 1.7 

Uncomplicated 12.6 4.3 96° 4.2 
Major depression 

Present 22.1 2.0 13.5 2.0 

Absent 15.0” 22 11.9 23 
Personality disorder 

Present 22.1 3.1 17.1 3.3 

Absent 13. 23 11.1 25 
Duration of illness] 

Long 19.0 2.0 129 21 

Short 16.3 2.3 12.2 2.5 
Drug 

Alprazolam 21.1 2.1 16.4 2.1 

Diazepam 13.17 23 75° 21 
Dose* 

High 19.7 2.0 14.7 1.9 

Low 12.5% 2.6 7.4 27 
Hamilton anxiety rating‘ 

High 20.4 2.3 15.4 2.3 

Low 13.2° 1.8 84> 1.8 


*p<0.10, one-way ANOVA with pairwise follow-up. 

'5<0.05, t test. 

“Subjects grouped according to scores above and <elow the median. 
45<0.02, t test. 

“p<0.01, t test. 


toms during the last week, accounting for 40.1% of 
the variance. 


DISCUSSION 


We found, as have previous investigators, that the 
discontinuation of alprazolam treatment is associated 
with greater distress than is discontinuztion of diaze- 
pam treatment. Alprazolam is a relatively short-acting 
drug with a half-life of 12 to 15 hours, whereas the 
half-life of diazepam is 15 to 90 hours 125, 26). Con- 
sequently, we would expect rebound anxiety and/or 
withdrawal symptoms to appear soonez with alprazo- 
lam than with diazepam anc to be more severe ini- 
tially. In fact, we observed a similar pe-tern of symp- 
toms in the subjects taking alprazolam and diazepam, 
except that the increase appeared earlier for those dis- 
continuing alprazolam treatment. This is not to say 
that the overall distress due to alprazolam discontinu- 
ation is greater; the difference may be that the symp- 
toms develop sooner and are more inte=se but last for 
a shorter time. However, our findings suggest that 
shorter-acting benzodiazepines, such as alprazolam, 
may be associated with more intense rebound anxiety 
and/or withdrawal symptoms and that psychological 
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dependence, reinforced by these phenomena, may oc- 
cur more often as a consequence. This view is consis- 
tent with the limited data available on the subject (10, 
11). 

Our data suggest that reducing the dose of alprazo- 
lam by 0.5 mg every 3 days is too rapid for many 
patients who have been taking therapeutic doses for 6 
months or more. Roughly two-thirds of our alprazo- 
lam patients experienced severe anxiety that was worse 
than the anxiety they had had before treatment began, 
and only about one-third were able to complete the 
discontinuation study ‘2 weeks without drug). The 
current manufacturer’s guidelines call for tapering at a 
rate of no more than 0.5 mg every 3 days, but slower 
rates, such as 0.25 mg or even 0.125 mg every 3 days, 
should usually be employed, especially when the dose 
falls below 2 mg/day. Regardless of the rate at which 
the dose is tapered, adjustments should be made on an 
individual basis and steps should be taken, through the 
use of psychological and pharmacologic measures, to 
minimize the patient’s discomfort (10). Even so, it is 
not clear whether slowing the rate reduces the overall 
distress or merely prolongs the period of distressing 
symptoms. This is an important issue that needs to be 
clarified. 

The high relapse rate in this study is consistent with 
the chronic nature of panic disorder (2-8). All of our 
subjects had responded to long-term pharmacother- 
apy, and 70%—80% relapsed once they stopped taking 
medication. Although rebound anxiety had not had 
time to dissipate by the end of the study, it seems un- 
likely that time would have substantially altered the 
proportion who relapsed. This rate is consistent with 
other reported rates of relapse after discontinuation of 
treatment with benzodiazepines and other drugs used 
to treat anxiety disorders, although the literature on 
this question is limited (9, 18, 27—31, and unpublished 
data of D.V. Sheehan, 1986). The frequent occurrence 
of relapse means that some patients who receive sub- 
stantial help from drugs may need to continue taking 
them indefinitely. In that case, the long-term risks and 
benefits of benzodiazepines and other drugs used for 
maintenance therapy become particularly important. 

We were able to identify a group of symptoms that 
became worse when drug treatment was stopped than 
they had been at baseline. These symptoms appeared 
to be typical of benzodiazepine withdrawal, although 
they overlapped with anxiety symptoms (e.g., initial 
insomnia). The emergence of such symptoms suggests 
that at least some patients experienced a withdrawal 
syndrome in addition to more severe anxiety symp- 
toms. Perhaps most distinctive were the unusual or 
distorted perceptions reported by five alprazolam pa- 
tients and three diazepam patients. These included a 
feeling of movement when there was none and the 
perception that body parts had become separated from 
the rest of the body. Also reported were sensations of 
floating and falling, shimmering vision, and faulty 
depth perception. Certain authors have regarded such 
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perceptual distortions as distinctive of benzodiazepine 
withdrawal (32). 

We found that the level of anxiety symptoms at the 
time of enrollment in the treatment study was strongly 
predictive of relapse and rebound at the time of dis- 
continuation. However, we also found that the drug 
(alprazolam versus diazepam) contributed to the vari- 
ance in rebound and withdrawal. As previously stated, 
alprazolam was more often associated with rebound 
and withdrawal as defined in this study. These obser- 
vations are consistent with our understanding of the 
differences between relapse, rebound, and withdrawal 
and with what is known about factors that influence 
the occurrence of benzodiazepine withdrawal phenom- 
ena. Thus, we found that relapse is more apt to occur 
in more severely ill patients, whereas rebound and 
withdrawal are more closely related to the half-life of 
the drug. In this study the effect of dose was largely 
eliminated by the use of a fixed rate of dose reduction, 
which allowed more time for stopping higher doses. 
Other important factors were duration of use and rate 
of discontinuation (10), but they were not examined in 
this study. 

This discontinuation study has a number of limita- 
tions. Although it was double-blind and placebo-con- 
trolled, the patients were aware that their treatment 
was being discontinued, and this may have caused 
them to anticipate or exaggerate symptoms (33). Also, 
the study was limited by a large number of dropouts, a 
small number of subjects taking placebo, and a rela- 
tively short period of observation after drug treatment 
was stopped. Also, two factors may have contributed 
to more severe symptoms in the patients taking alpra- 
zolam. The first has to do with dose. Even if we assume 
that 1 mg of alprazolam is equivalent to 10 mg of 
diazepam—which may not be the case—the dose taken 
by the diazepam patients was slightly less than that 
taken by the alprazolam patients. The second factor 
has to do with selection. The patients who responded 
to alprazolam—and therefore participated in this dis- 
continuation study—may have had more severe anxi- 
ety at baseline than those who responded to diazepam 
(34). However, there is not much evidence for this 
possibility aside from slight differences in the fre- 
quency of panic attacks and the extent of phobic 
avoidance at baseline. 
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Suicide, Stressors, and the Life Cycle 


Charles L. Rich, M.D., Gary M. Warsradt, M.D., Robert A. Nemiroff, M.D., 
Richard C. Fowler, M.D., and Deborah Young, M.D. 





Objective: Relationships between stressors and suicide might be expected to vary with 
stages of the life cycle. The purpose of this study was to examine this possibility. Method: 
The authors examined the first 204 consecutive cases from the San Diego Suicide Study, a 
federally funded investigation of 283 suicides, for possible relationships between suicide and 
age and the frequency of specific stressors. Information was gathered from family members, 
spouses, acquaintances, employers, other witnesses, physicians, and other professionals by 
trained interviewers using a structured format. Hospital, physician, therapist, school, and 
police records were also included when available. DSM-III diagnoses were made by consen- 
sus of two investigators. Life events information was also reviewed independently by the 
investigators to determine stressors (if any) for each case. Results: Of the 202 subjects for 
whom data were available, 195 (97%) had one or more stressors; 137 male subjects had a 
total of 272 stressors, and 58 female subjects had a total of 115 stressors. The authors found 
predictable patterns of the three most common stressor groups—conflict-separation-rejec- 
tion, economic problems, and medical illness. The majority of the stressors among subjects 
80 years old or older were illnesses. The only significant difference between the sexes was that 
more men than women had economic problems as a stressor. Conclusions: The variations in 
the patterns of stressors found in this study of suicides coincide with adult development 
theory. The lack of population comparison subjects and stressor scoring validation, however, 


limits the predictive value of these data in assessing suicidal persons. 


(Am J Psychiatry 1991; 148:524-527) 


ocial factors as contributors to suicide have been a 

focus of research since at least the time of Morselli 
(1) and Durkheim (2). Systematic clinical studies of 
individual suicides (3, 4) have found psychosocial 
stressors in virtually every case. Relationships between 
specific life events or stressors and suicide have been 
described (5-7). Variaticns in stressor sensitivity have 
also been shown to occur among different psychiatric 
diagnostic groups (8, 9). Since it is thought that specific 
developmental tasks must be mastered during different 
life stages (10), relationships between stressors and sui- 
cide might also be expected to vary with stages of the 
life cycle. In this report, we examine the first 204 con- 
secutive cases from the San Diego Suicide Study for 
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possible relationships between suicide and age and the 
frequency of specific stressors. 


METHOD 


The San Diego Suicide Study is a federally funded 
investigation of 283 suicides. The first 204 consecutive 
cases of this study are the subjects of this report. The 
method of the entire study has been elaborated else- 
where (4). Information was gathered from family 
members, spouses, acquaintances, employers, other 
witnesses, physicians, and other professionals by trained 
interviewers using a structured format. Hospital, physi- 
cian, therapist, school, and police records were also in- 
cluded when available. DSM-III diagnoses were made by 
consensus of two investigators. Life events information 
was also reviewed independently by the investigators to 
determine stressors (if any) for each case (11-13). The 
initial 26 types of stressors were condensed into the eight 
broad categories listed in table 1. Cases that had more 
than one stressor in any of the combined groups were 
counted only once for that group. Chi-square with 
Yates’s correction was used to determine the significance 
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TABLE 1. Frequency of 387 Stressors by Decade of Age Among 195 Suicides From the San Diego Suicide Study 








Age of Subjects (years) 





=19 20-29 30-39 40-49 
(N=9)  (N=84)  (N=86)  (N=46) 
Stress N % N % N % N % 
Conflict-separation- 
rejection 5 56 30 36 37 43 12 26 
Economic problems 2 22 22 26 26 30 17 37 
Medical illness 1 11 3 4 5 6 8 17 
Death of significant 
other 0 0 5S 6 5 6 2 4 
Legal problems 0 0 13 16 8 9 1 2 
Move 1 11 4 5 3 4 Tt 2 
Illness of family 
member or sig- 
nificant other 0 0 1 1 0 0 2 4 
Other 0 0 6 7 2 2 E 


of differences. A probability of less than 0.05 was con- 
sidered significant. 


RESULTS 


There were two cases (both male subjects) for which 
not enough information was available to assess stres- 
sors. Of the remaining 202 subjects, 195 (97%) had 
one or more stressors. The 137 male subjects had a 
total of 272 stressors, an average of 1.99 each, and the 
58 female subjects had a total of 115 stressors, an 
average of 1.98 each. 

Table 1 shows the frequency of stressors by decade 
of age for the 195 suicides for whom a stressor was 
identified. Conflict-separation-rejection was the most 
frequent group of stressors through the sixth decade 
and then appeared to decline gradually. Economic 
problems rose to a peak in the fifth decade and then fell 
to almost nothing in the eighth and ninth decades. 
Medical illness remained infrequent during the first 
four decades, then increased progressively until the 
majority of the stressors among subjects 80 years 
old or older were illnesses. The relatively small num- 
bers of the remaining stressors made it difficult to dis- 
cern patterns. 

Economic problems were significantly more fre- 
quent among the stressors for male subjects (77 [28%] 
of 272) than among female subjects (15 [13%] of 115) 
(x?=9.57, df=1, p=0.002). This was the only signifi- 
cant difference between the sexes. 


DISCUSSION 


The variations in the patterns of stressors in these 
202 cases of suicide coincide with adult development 
theory (14). 

Interpersonal conflicts, separations, and rejections 
were the predominant stressors associated with the sui- 
cides in adolescence and early adulthood. Adolescents 
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50-59 60-69 70-75 28C Toral 
(N=72) (N=40) (N=27) (N=23) (N=387) 
N % N % N % N % N % 
20 28 9 23 4 15 4 7 121 31 
19 26 5 13 0 o0 1 4 92 24 
15 21 16 40 13 48 13 27 74 19 
6 8 3 8 4 15 2 9 27 7 
2 3 2- $ 0 0 0 0 26 7 
4 6 1 3 1 4 0 0 15 4 
2 3 3 8 4 15 0 12 3 
4 6 1 3 1 4 3. 3 20 5 


struggle to establish their own identity and separate 
from their parents. They are especially vulnerable to 
rejections from their peer group. By early adulthood, 
the support of school and adolescent peer groups may 
no longer be present. The danger of isolation is very 
real if lasting intimate relationships ere not forged 
(10). Career choices are being made and implemented 
and might fail, and parental suppcert mey no longer be 
available (15). The rate of the ccnflict-separation-re- 
jection stressor decreased from 56% among the sui- 
cides who were 19 years old or younger -o 17% among 
those who were 80 years old and older. It is possible 
that separation issues become less disruptive as they 
recur throughout life. 

Economic problems peaked as < stressor among the 
suicides who were 40—49 years old. By midlife, one is 
raising and educating children, while ag-ng parents are 
becoming more dependent (14). As a result, the finan- 
cial pressures on the middle-aged aduk can be enor- 
mous. The male-to-female ratio of 2:1 for economic 
problems as a stressor among the suicides might be 
explained by the conjecture that, tracitionally, men 
have more self-esteem tied up in financial success than 
women. It may also be that women ere more often 
supported by men in this society than the reverse. 

The frequency of illness as a stresscr rose precipi- 
tously beginning in the 40-49-year-old zge group. This 
might reflect an increased susceptibility to illness as a 
stressor due to the preoccupation with kody image that 
occurs during the “midlife crisis” (14) For the older 
suicides, their own mortality and phys_cal limitations 
may have become more apparent as they witnessed the 
death of friends and spouses. In zhe light of this, the 
relatively low rate of the death of a significant other as 
a stressor is somewhat surprising, par-icularly in the 
older groups. The low rates of this anc the remaining 
stressors, however, make discernment of patterns by 
decade less easy. 

Several factors make general clinical application of 
these data to suicide prediction andor prevention 
problematic. The first and perhaps forzmost is decid- 
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ing post-mortem if an event that occurred was, in fact, 
stressful. There is no clear agreement on the distinction 
between presumably neutral life events and stressors. 
The complexity of this issue in medical research has 
been thoroughly reviewed (16). Debates continue over 
such elementary issues as how to weight various ele- 
ments of an event (17) or even whether weighting is 
necessary (18). 

This problem is exemplified by the seven cases of 
suicide in our study group who were judged not to 
have stressors. We were unable to identify any poten- 
tially negative circumstances for only one of these— 
a 16-year-old boy. The others were a 27-year-old 
woman with socioeconomic problems related to her 
substance abuse, a 33-year-old gay man on probation 
for substance abuse, a 36-year-old schizophrenic man 
who was decidedly unhappy about his illness, a 42- 
year-old man with domestic problems secondary to his 
drinking, a 48-year-old diabetic woman who thought, 
erroneously, that her illness was causing her family’s 
financial problems, and an 84-year-old woman who 
was described as having a lifelong dissatisfaction with 
life in general. Although it could be argued that the 
problems of these six patients could have been in- 
cluded as stressors, their inclusion would not have 
changed the pattern of stressors in the study group. 
The question remains as to whether our decision to 
include the other stressors was, in fact, scientifically 
justified. Even if epidemiologic data were gathered 
demonstrating that life events (good or bad) are less 
common in the population in general than among sui- 
cides, the question of how to score such events in an 
active clinical situation requires further extensive val- 
idation studies. 

Deciding when a stressor may have occurred is an- 
other important problem. For example, the timing of a 
particular stressor—interpersonal loss or conflict—has 
been shown to be a factor in suicide by alcoholics 
(8, 9). The validity of the determination of when the 
stressor occurred depends not only on the accuracy of 
informants but also on the specificity of the stressor. It 
is usually relatively easy to pinpoint the death of a 
spouse. Precisely when illness or financial problems 
began or when they became stressful is usually less 
clear. We chose to include events that were determined 
to be causing the subject stress at the time of death, 
regardless of when the event may have taken place. 
Determination of when the stress occurred in this 
study required consensus of two of the investigators 
and was based on the best available information. 
Overall, about 90% or the stressor events occurred 
within a year of death (9). Whether a year is too long 
or too short for either specific stressors or stressors in 
general to be related to suicide is not known. This is 
another example of a very complex issue that future 
studies must address in far greater detail. 

It is possible, if not likely, that our list of stressors 
does not include events that will ultimately be deter- 
mined to play a crucial role in unraveling the mystery 
of suicide. “Endogenous” factors that might alter vul- 
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nerability to suicide and be considered stressors may 
come to light as well. For example, it remains to be 
explained why, all else apparently being equal (which, 
of course, it never really is), white people in the United 
States have higher suicide rates than black people (with 
the exception of black men 20-25 years old). This 
is an almost imponderable difficulty. Obviously, there- 
fore, future studies should not limit themselves to to- 
day’s concepts of stress or lists of presumed stressors. 
Today’s clinicians, however, must deal with what ap- 
pear to be the facts now, no matter how limited the 
information. 

Another important consideration not directly ad- 
dressed here is the interaction of stressors with psychi- 
atric illness. We have noted elsewhere (4) that psychi- 
atric illness appears to be a necessary condition for 
suicide in the vast majority of cases. As already men- 
tioned, we have also attempted elsewhere (9) to clarify 
one interaction—that between psychiatric diagnoses 
and stressors. Undoubtedly, many other interactions 
are important and need to be considered. 

A fifth problem is a lack of data on comparison 
subjects in the population at large to confirm that these 
presumed stressors occur more frequently in suicides 
than in the population. Without such evidence, it could 
very well be argued that the patterns described here are 
coincidentally but not causally related to suicide. This 
seems counterintuitive, however. Human behavior is 
multidetermined, and the stress an individual experi- 
ences is likely to have at least some effect on suicidal 
behavior. We recognize that chronological, physiolog- 
ical, and psychological age are not necessarily synchro- 
nized. We also recognize that there may be critical 
periods, regardless of age, in each individual’s life that 
may result in greater vulnerability to specific stressors. 
The observation that the stressors among our suicides 
follow predictable patterns based on adult develop- 
ment theory is unavoidable, however. We believe that 
future research into possible relationships between sui- 
cide and stress should somehow take age into account. 

A final limitation is that because all our subjects 
were deceased we had to rely on secondary sources of 
information. Although we recognize the necessary lim- 
itations of any post-mortem study, we believe impor- 
tant leads for further investigation as well as helpful 
clinical clues can be explored by using such technically 
unconfirmable information. It is simply the best that 
can be done under the circumstances. 
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Clinical and Research Report 


Potential HIV Exposure 
in Psychiatrically Hospitalized Adolescent Girls 


Dewleen G. Baker, M.D., and Douglas Mossman, M.D. 


The authors surveyed 23 psychiatrically hospitalized adolescent girls regarding behavior 
that involves high risk of HIV infection. Over half (57%) of the girls reported high-risk 
sexual activities; these girls were more likely to have sexually transmitted diseases, substan- 
tial drug abuse histories, and diagnoses of conduct disorder. 


(Am J Psychiatry 1991; 148:528-530) 


Ithough adolescents account for just 1% of the 

reported cases of AIDS, the risk-related behavior 
of adolescents suggests that subgroups of teenagers are 
likely to become infected with HIV (1). Young adults 
aged 20-29 years account for 21% of the reported 
AIDS cases; the multiyear delay between infection and 
onset of symptoms implies that many AIDS cases 
among adults result from infections contracted during 
adolescence (1, 2). Evidence that heterosexual inter- 
course plays a larger role in HIV transmission in teen- 
agers than in adults (1} suggests that adolescents may 
represent a significant conduit between currently in- 
fected and uninfected populations. 

Only a few studies have examined HIV risk or in- 
fection in adult psychiatric patients (3, 4), and no pub- 
lished study, to our knowledge, has assessed risk-re- 
lated behavior in adolescent psychiatric patients. 
Recognizing that a substantial fraction of our teenage 
inpatients were reporting preadmission behavior that 
entailed a high risk of becoming infected with HIV, we 
attempted to estimate the prevalence of AIDS-risk-re- 
lated behavior among hospitalized female adolescents 
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cine. Address reprint requests to Dr. Baker, Psychiatry Service 
(116A), Department of Veterans Affairs Medical Center, 3200 Vine 
St., Cincinnati, OH 45220. 
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and to identify psychiatric subgroups who might be at 
especially high risk for HIV infection. 


METHOD 


As part of their routine gynecologic assessment, we 
obtained thorough sexual and substance abuse histo- 
ries from all consenting adolescent girls hospitalized 
under our care at a state-funded, acute-to-long-term 
psychiatric facility in Ohio. Over the 5 months repre- 
sented by this report, 33 adolescent girls (ages 12-17 
years) were admitted. The girls described herein are all 
of the consenting adolescents who were hospitalized 
long enough to permit evaluation. Behavioral data 
were obtained from 25 girls by a female nurse practi- 
tioner using a structured interview derived from the 
AMA physician guidelines for HIV blood test counsel- 
ing (5). Hospital policy precluded universal HIV test- 
ing, but consenting girls were examined for other sex- 
ually transmitted diseases as their symptoms and 
histories warranted. Socioeconomic status was not for- 
mally assessed, but most girls came from poor back- 
grounds and/or were in the custody of various agencies 
(e.g., county departments of human services). 

Respect for confidentiality precluded our requesting 
explicit external corroboration of the girls’ behavioral 
reports. In 24 cases, however, the girls’ accounts were 
entirely consonant with information supplied to us by 
collaborative sources (parents, guardians, social agen- 
cies, etc.). We excluded from analysis the report of one 
psychotic girl whose description of her behavior was 
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grossly at odds with the reports from all reliable ex- 
ternal sources. We also excluded the report of one 
pregnant girl whose gynecologic and obstetric care was 
conducted at another treatment site. 

For purposes of analysis, we assigned each girl to 
one of five drug use categories: I=no drug use (39%), 
Il=rare to occasional use of alcohol and/or tobacco 
(17%), Uil=occasional use of legal and illegal drugs 
except cocaine (13%), I[V=occasional use of illegal 
drugs including cocaine (13%), V=use of cocaine and 
daily use of at least one other drug (17%). Only one 
girl reported intravenous drug use; she was assigned to 
drug use group III. We classified at “high risk” for HIV 
infection any girl who reported having had more than 
six sexual partners during her lifetime, having had un- 
protected intercourse with a partner whose sexual his- 
tory was unknown, or having had unprotected inter- 
course with someone who used intravenous drugs. The 
clinical diagnoses in this study were made according to 
the DSM-III-R criteria and were based on all informa- 
tion available to the treating psychiatrist at the time of 
discharge. Only one diagnosis—conduct disorder—oc- 
curred frequently enough to permit valid statistical 
evaluation. 


RESULTS 


Eighteen (78%) of 23 girls (mean+$D age=14.4+ 
1.5 years, median age=14 years) reported that they 
had been sexually active. Of these 18, three (17%) 
stated that their partners had always used condoms. 
Thirteen (57%) of the 23 girls reported one or more 
sexual activities that put them at relatively high risk for 
HIV infection. Four girls (17%) had culture-proven 
sexually transmitted diseases (chlamydia, gonorrhea, 
and/or trichomonal infection). Eight girls (35%) re- 
ceived DSM-III-R diagnoses of conduct disorder; most 
of these had additional axis I diagnoses. 

As table 1 indicates, level of drug use was signifi- 
cantly associated with multiple sexual partners, high- 
risk sexual activity, and sexually transmitted diseases, 
and it was marginally associated with a DSM-III-R 
diagnosis of conduct disorder. As expected, number of 
partners was significantly associated with sexually 
transmitted diseases and high-risk sexual behavior. 
Number of partners and level of drug use were nega- 
tively correlated with age; younger girls tended to re- 
port more sexual contacts and heavier drug use than 
older teens. We did not find a significant association 
between conduct disorder and high-risk sexual behav- 
ior (x?=2.6, df=1, p>0.1). 


DISCUSSION 
A majority of our female adolescent inpatients re- 


ported sexual activities that had placed them at high 
risk for exposure to HIV infection. In our patients, 
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TABLE 1. Relationship of Number pf Sexual Partners and Drug 
Use to Sexually Transmitted Diseases, HIV-High-Risk Behavior, 
Conduct Disorder, and Age Among 23 Adolescent Girls in a Psy- 
chiatric Hospital 


Number of Level of 
Sexual Partners Drug Use 
Test Test 
Test Variable Statistic p Statistic p 
Positive culture for sexu- 
ally transmitted disease 5.57 <0.01 10.0? 0.02 
Sexual behavior associated 
with high risk for HIV 10.57 <0.002 14.57 <0,002 
Conduct disorder 28.5 <0.05 33.5%  <0,10 
Age -0.50° <0.02 -0.64> 0.001 
Drug use group 0.87” <0.001 


*Mann-Whitney U test, two-tailed p. 
Spearman’s rho, two-tailed p. 


exposure risk was generally not a direct result of the 
patients’ intravenous drug use but was incurred by 
means of unprotected hetercsexual intercourse with 
individuals whose sexual or drug use histories were 
unknown. 

Studies of adults have shown significant associations 
between HIV-risk behaviors and alcohol and cocaine 
abuse (unpublished data of A.J. Saxon and D.A. Cal- 
syn, 1990, and J.C. Mahler et al., 1990). Within the 23 
hospitalized adolescent girls that we evaluated there 
was a clustering of patients with high levels of drug 
abuse, numerous sexual partners, sexually transmitted 
disease, and conduct disorder. That a rather small sur- 
vey group should yield significant associations among 
sexual activity, drug use, sexually transmitted diseases, 
and conduct disorder is surprising; thaz such associa- 
tions should exist among adolescent inpatients is not. 
Two surveys of adolescents in the general population 
(6, 7) have revealed significant correlations between 
sexual activity and amount of drug use, and there is no 
reason to believe that psychiatric inpatients should 
prove exceptional in this regard. Our findings also are 
consonant with reports suggesting that genetic link- 
ages may help explain the oft-noted aggregation of 
drug abuse, impulsive childhood temperament, and 
antisocial personality disorder in individuals and fam- 
ilies (8). 

In addition to suffering significant psychiatric co- 
morbidity, our patients who reported sexual promis- 
cuity or heavy substance abuse (particularly of co- 
caine) also were likely to have exposed themselves to 
infection with sexually transmitted diseases, including 
HIV. Unfortunately, experience suggests that these ad- 
olescents may be among those least likely to alter their 
behavior in response to information, admonitions, or 
educational programs. Clinicians and policy makers 
dealing with such teens should be aware that HIV in- 
fection and adult-onset AIDS may be among the sig- 
nificant health risks associated with childhood antiso- 
cial behavior and heavy substance abuse. 
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MANIC-DEPRESSIVE ILLNESS: TWO VIEWS 


Manic-Depressive Illness, by Frederick K. Goodwin, M.D., 
and Kay Redfield Jamison, Ph.D. New York, Oxford Uni- 
versity Press, 1990, 909 pp., $65.00. 


This masterpiece is in some respects an un-American book. 
During the past decades, the rapid pace of science in the 
United States has made technical reports—published in pres- 
tigiaus journals—the major vehicle of communicating scien- 
tific advances. Indeed, many books published today in the 
United States are expanded versions of scientific journals. At 
best, scientific advances have led to major technical break- 
throughs; at worst, science has been reduced to a mindless 
gathering of masses of data. Psychiatry, which joined this 
technical thrust in the 1980s, appears to have taken a par- 
ticularly unfavorable position regarding theoretical treatises 
on clinical syndromes. The Goodwin-Jamison book, which is 
the outcome of more than 10 years of scholarly labor in 
developing a coherent psychobiological perspective on man- 
ic-depressive illness, represents a repudiation of a positivist 
zeal that had gone too far. The book also illustrates how 
psychiatry can be at its best—both scientifically and aesthet- 
ically compelling. This achievement is all the more impres- 
sive in view of the fact that Dr. Goodwin is one of the 
most cited authors in the field of biomedical science and the 
fact that he wrote this treatise while running the world’s 
largest agency conducting research on mental and addictive 
disorders. 

Manic-Depressive Illness is a monumental achievement, 
not just in the magnitude of the effort but particularly in its 
scope and vision. It is descriptive, phenomenological, and 
clinical; historical and modern; methodological and integra- 
tive; psychological, biological, and psychobiological; patho- 
physiological and therapeutic; psychopharmacological and 
psychotherapeutic. Furthermore, it considers manic-depres- 
sive illness in its broader context—in relation to its social 
liabilities and virtues, its interface with alcohol and sub- 
stance abuse, and its possible role in leadership and artistic 
creativity. The authors’ perspective derives from their expe- 
rience as psychopathologists, clinicians, and researchers— 
and as intellectuals—and serves as a role model for psychi- 
atrists and psychologists. 

The book represents a triumph of the medical approach to 
mood disorders, examined compassionately from the per- 
spective of patients and based on objective and longitudinal 
observations of clinicians as well as on practitioners’ inte- 
grazion of the yet imperfect—but often miraculous—psycho- 
pharmacological and psychosocial modalities of intervention. 

Clinically, Manic-Depressive Illness is not only about bi- 
polar disorder but also about the entire spectrum of recur- 
rent mood disorders in the Kraepelinian sense, in their psy- 
chotic as well as temperamental variants. Without question, 
this is the best book on manic-depressive illness since 
Kraepelin’s treatise on the subject. 

Although uncharacteristic of books published in the 
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United States, this treatise nevertheless illustrates what 
America can do at its best: surpassing the insights and visions 
it has borrowed from Europe—and other continents—and 
integrating them into a new order that is at the same time 
profound and relevant, elegant yet useful. 


HAGOP 5. AKISKAL, M.D. 
Mempiis, Tenn. 


Manic-Depressive Illness, by Frederick K. Goodwin, M.D., 
and Kay Redfield Jamison, Ph.D. New York, Oxford Uni- 
versity Press, 1990, 909 pp., $65.00. 


This book is beyond doubt the most autcoritative text on 
this subject yet to appear. In a number of -espects the book 
is outstanding: it is comprehensive (witt more than 900 
pages and 4,000 references) and broad in caverage, it is both 
systematic in its analysis of research findirgs and illuminat- 
ing in its presentation of case material, anc it gives a critical 
and informed overview of the range of irformaticn that is 
relevant to this important class of diseases Most impressive 
of all, this compendium of meticulously p-esented informa- 
tion is (with the exception of a characteris=cally lucid chap- 
ter by Elliot Gershon on genetics) the wozk of the two au- 
thors. In this lies its strength. This is not merely a collection 
of research material. It is the presentatioc. of the authors’ 
synthesis of the literature in the light of their own experience 
of all aspects of the problem. It represents 2 remarkable and 
impressive achievement. 

The volume consists of five sections: Clinical Description 
and Diagnosis, Clinical Studies, Psyctological Studies, 
Pathophysiology, and Treatment. “The clinical reality of 
manic-depressive illness is... Zar more complex than the 
preferred term of the day, bipclar affectire disorder, might 
suggest” (p. 55) is the appropriate concluson to the chapter 
“Clinical Description.” This and subsecuent chapters do 
much to document the variety of manic-depressive illness. 
The evolution of the bipolar-unipolar ccncept is followed 
from Aretaeus of Cappadocia through to Falret, Baillarger, 
and their twentieth-century descendants Leonhard, Angst, 
Perris, and others. In defining the scope cf their own work, 
Goodwin and Jamison write that “we became more and 
more convinced that isolating bipolar illness from other ma- 
jor depressive disorders prejudges the relationships between 
bipolar and unipolar illness and diminishes appreciation of 
the fundamental importance of recurrence” (pp. 4-3). For 
this reason they have adopted a Kraepel nian concept that 
includes recurrent major affective illness with and without 
mania, albeit with a particular emphasis oa the bipolar form. 
In their chapter “Diagnosis,” tae authors draw attention to 
the overlap with the schizoaffective psychzses and to debate 
in which the Kraepelinian two-entities tracition is cha_lenged 
by the concept of a psychotic continuun (pp. 701-103). 
Here as elsewhere the discussion is infcrmed by a broad 
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perspective on the recent and historical literature and es- 
chews dogma. 

The section on Clinical Studies includes chapters reviewing 
course and outcome, epidemiology (including social class 
and seasonality), the manifestations of the illness in child- 
hood and adolescence, the relationship with alcoholism and 
drug abuse, and suicide. Of particular note in part three 
(Psychological Studies) are chapter 11, “Thought Disorder, 
Perception, and Cognition,” and chapter 14, ‘“‘Manic-De- 
pressive Illness, Creativity, and Leadership.” The former 
draws attention to the consistency of the finding of right 
(nondominant) hemispheric disturbance in affective illness, 
which provokes the question of whether this finding is a clue 
to the nature of the genetic contribution. The chapter on 
creativity and leadership represents the fullest and most com- 
pelling exposition of the case (developed for some time by 
Kay Jamison) that there is a relationship between the dispo- 
sition to affective illness and high achievement in a surpris- 
ingly wide range of fields of artistic, spiritual, and political 
endeavor. This chapter on its own justifies a wide readership 
for the book. 

We look to the section on Pathophysiology for illumina- 
tion of the way ahead. What do we really know about the 
origins of the illness? Elliot Gershon emphasizes the force of 
the evidence for a genetic factor and the promise, as yet 
unfulfilled, of molecular genetics. He also does not shrink 
from some large unsolved problems, such as the limits of the 
phenotype and the apparent secular change in rates of illness 
in recent studies. In further chapters Goodwin and Jamison 
give a comprehensive account of the wide range of biochem- 
ical and pharmacological and endocrinological studies, the 
clinical correlates of the abnormalities that have been de- 
tected, anatomical investigations, znd the importance of dis- 
turbances of sleep and biological rhythms. In chapter 20, a 
critical evaluation of the findings on pathophysiology as- 
sesses their significance and attempts to chart the way ahead. 
The authors wrestle with diverse aspects of the problem—the 
status of the monoamine hypothesis, the nature of the genetic 
contribution, and the meaning of sleep disturbance and peri- 
odicity of the illness—but do not pretend that an easy syn- 
thesis can be achieved. Any researcher with an interest in the 
fundamental mechanisms of affective disturbance would do 
well to consider the discussion here. 

Part five, Treatment, gives a clinically based overview of 
efficacy with reference to long-term outcome and mainte- 
nance and with a particular emphasis on the evidence for the 
value of lithium and tricyclic antidepressants in prophylaxis 
of bipolar illness. Although they give appropriate weight to 
controlled trials, the authors also discuss the efficacy of an- 
ticonvulsants and other ad-unctive medications, and there 
are useful and practical chapters on the role of psychother- 
apy and medication compliance as well as treatment of con- 
comitant alcohol and drug abuse and the management of 
suicidal patients. 

In summary, this is a thoughtful and well-informed pre- 
sentation of what is known about manic-depressive illness. It 
is comprehensive with respect to research findings but at 
many points directly relevant to clinical practice. It is a book 
that all psychiatric libraries, all researchers on affective ill- 
ness, and many clinicians will wish to acquire. 


T.J. CROW, PH.D., F.R.C.P., F.R.C.PSYCH. 
Harrow, Middlesex, U.K. 
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Emotion: A Reconsideration of the Somatic Theory, by A.C. 
Papanicolaou. New York, Gordon and Breach, 1989, 142 
pp., $35.00; $19.00 (paper). 


As computers draw ever nearer to demonstrating human- 
level intelligence, questions regarding the nature of emotion 
acquire new importance. It seems somehow obvious that no 
matter how intelligent the computer can become, its cognition 
will remain “‘cold,” i.e., lacking in emotion. Perhaps a greater 
understanding of feeling states will provide important clues re- 
garding the uniqueness of human mental processes. 

With this question in mind, I eagerly delved into this book. 
A.C. Papanicolaou is Director of the Human Electrophysi- 
ology and Neuromagnetism Laboratory of the University of 
Texas Medical Branch at Galveston and, moreover, has an 
enduring interest in epistemology. Therefore, he is well- 
suited to shed light on the psychological, physiological, and 
philosophical nature of emotion. 

The author begins with a review of William James’s cen- 
tury-old theory, which states, first, that human emotions or, 
more precisely, the distinct quality of feelings consists in the 
perception of somatic, notably visceral, changes and, second, 
that the distinct differences in quality among different emo- 
tions derives from different patterns of somatic and visceral 
activation. Fear may be described as the sensation of a 
pounding heart and a sinking feeling in the gut. Other feel- 
ings have other distinctive somatic and visceral qualities—for 
instance, passionate desire, according to Papanicolaou, is felt 
as a kind of visceral pang that somehow is like the pang of 
hunger accompanied by autonomic changes involving the sex 
organs. This perspective assumes that different combinations 
of somatic sensations yield the vast coloration of our emo- 
tional life. 

The remainder of the book is devoted to defending this 
theory against a long line of detractors. For example, early 
studies by Sherrington of animal viscera surgically separated 
from the CNS revealed that these animals continued to dem- 
onstrate a full range of emotional responses. Later animal 
studies demonstrated that lesions in or stimulation of specific 
subcortical regions interrupted or precipitated certain emo- 
tions. These findings also seem to contradict James’s theory. 
In a well-known study, Schachter and Singer injected dif- 
ferent subjects with stimulant medication in experiential 
fear-producing or mirth-producing contexts. The subjects 
experienced emotion according to context, suggesting that 
the somatic experiences induced by the drug produced some- 
thing akin to general arousal but derived their specific qual- 
ities from alternative cognitive “sets” rather than from dif- 
fering patterns of visceral sensation. 

The author wards off these attacks on the so-called so- 
matic theory of emotion by an extended display of intellec- 
tual parry and thrust. Surely none of these detracting exper- 
iments were absolutely definitive. A surgically treated animal 
that continues to behave in an angry fashion may not actu- 
ally be experiencing anger; it may be that the anger-produc- 
ing stimulus induces a brain process which in turn yields a 
skeletal response characteristic of this emotion, all in the 
absence of something akin to a conscious feeling. Schachter 
and Singer did not rule out the possibility that different ex- 
perimentally induced affective states actually may have in- 
duced different and specific visceral responses over and 
above the common drug-induced effect. The fact that sub- 
cortical lesions of various sorts interrupt certain kinds of 
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emotions by no means rules out the possibility that somatic 
sensation is necessary for an emotion to be consciously felt; 
analogously, the fact that an occipital lobe alone can induce 
“cortical blindness” by no means demonstrates that vision 
does not derive from the retina. 

For better or worse, this book dwells a great deal on the 
phenomenology of emotion and assumes that much can be 
learned by introspective processes. Frequently the author ap- 
peals to the idea that emotions are somatically derived be- 
cause that is how they feel. To his credit, he generally in- 
cludes the caveat that introspection alone cannot rule out the 
possibility that this feeling is an illusion analogous to the 
experience of a phantom limb—one thinks the sensation is in 
one’s body but it is really only in one’s head. He also makes 
introspectively based appeals for a differentiation of skeletal 
and visceral sensations and for the idea that emotion accrues 
more from the latter than the former. 

There is unfortunately no discussion regarding any empir- 
ical evidence that we human beings are able with great nu- 
ance to sense the state of our viscera. The author appeals to 
empirical studies that differentiate anger from fear on the 
basis of contrasting profiles of autonomically controlled 
events. For instance, studies have demonstrated that during 
anger the lining of the stomach becomes red and that this is 
accompanied by increasing peristalsis but that during fear 
the stomach lining becomes pale and that this is accompa- 
nied by decreased peristalsis. In either case there is no evi- 
dence, as far as I know, that we directly experience these 
visceral changes. 

I was surprised that there was no discussion of the impor- 
tant work of Gary Schwartz and colleagues demonstrating 
that different emotions are accompanied by subtle but spe- 
cific facial muscle activation as reflected in EMG changes, 
even when there is no visible change in the subject’s facial 
expression. This makes a great deal of sense because an im- 
portant function of emotion is social; facially expressed emo- 
tion is a very effective way for all social animals, including 
humans, to communicate happiness, distress, etc. These com- 
munications have great value for both the individual and the 
social group. I was also surprised that the author did not 
discuss in any detail the growing body of evidence demon- 
strating that emotional tone can have important effects on 
cognition and memory access. This literature seems impor- 
tant in further clarifying the relationship between “cerebro- 
centric” cognition and emotional processes and may have 
much to say regarding the “value” of emotional states from 
an evolutionary perspective. 

Allin all, whether emotions derive their sensate qualities in 
part or entirely from actual visceral sensation or these bodily 
feelings are an illusion seems a bit pedantic to me. Surely a 
great deal goes on somatically during emotional states; to 
what degree this activity is cause or effect cannot be an- 
swered by introspection and even seems quite removed from 
empirical study. The only data that directly address the di- 
rection of causality noted in this book are a study by Hoh- 
mann, reviewed in chapter six, which suggests that patients 
with spinal cord injuries—and impaired afferent projections 
from visceral organs and skeletal muscle—report less feeling 
than normal subjects. The design limitations of this study are 
substantial, and the findings are challenged by my own per- 
sonal experience of persons with spinal cord injuries, who 
can positively overflow with all kinds of emotion. 

Perhaps the book does offer an answer to my initial ques- 
tion—computers will never experience emotions because 
they do not have feeling, sensing bodies. Certain matters of 
psychiatric relevance are also clarified by this book. For one, 
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we should not think of particular emctions as having cne- 
to-one relationships with particular brain centers. This fact is 
driven home by the simple fact that we zgenerzlly do not have 
simple emotions. Yes, there are anxiety, feaz, sadness, and 
anger and, perhaps, brain centers for each. But what about 
whimsy, contentiousness, wistful longing, and all of the 
other emotions that color our human lives? Surely there is 
not a brain center for each. Finally, we still must come to 
grips with a central challenge for psychiatry: what is the 
relationship between normal emotion and pa-hological emo- 
tion? At issue may not be the question of where emotions 
come from but, rather, the tendency of certain individuals to 
“get stuck” in an emotion. The brain processs of the person 
experiencing anxiety or sadness from a reasor.able cause may 
be physiologically indistinguishable from thase of the indi- 
vidual with anxiety disorder or depression However, the 
former readily “recovers” from the anger or sadness and the 
latter does not. The question then becomes n=t only how we 
achieve the vast spectrum of emotions that color our lives but 
also how, in health, we so readily move from one emction to 
the next while retaining a coherent and continuous sense of 
ourselves and the world. 

In any case, I recommend this book for thos2 with a special 
interest in the study of emotion or in phenomenological- 
introspective studies of mental processes in zeneral. 


RALPH E. HOFFMAN, M.D. 
New Haven, Conn. 


Health and Behavior: Selected Perspectives, sdited by David 
A. Hamburg and Norman Sartorius. New York, Cambridge 
University Press, 1989, 219 pp., $59.50. 


An individual’s personal behavior is an important variable 
in modifying the processes of health and disease. This small 
volume, an outgrowth of the World Healtt Organization’s 
program on biobehavioral sciences, reviews such interrela- 
tionships. Its contributors are international =xperts on a va- 
riety of public health issues that link phys:cal health and 
social and behavioral disorders. 

Drs. Hafner and Welz contribute a fine introduction about 
psychiatric epidemiology. Both the strengths and wezknesses 
of the case register method, field and community studies, and 
the use of general practice data are reviewed to provide a 
succinct overview. The discussion of cultural influences on 
mental health suggests that sociocultural factors are only 
minimally connected with schizophrenia. Suicidal behavior, 
however, varies depending on cultural inflaences. Unfortu- 
nately, the chapter on suicidal behavior was submitted be- 
fore the Epidemiologic Catchment Area date (1) were avail- 
able. Furthermore, it does not discuss more recent data 
suggesting that the incidence of schizophren.a may be declin- 
ing (2). 

“Food Related Behavior” by Drs. Abdussalam, Foster, and 
Kaferstein discusses the relationships between behavior and 
culture and technology. Health beliefs and idiosyncratic 
ideas regarding food contribute to nutrizional defects in 
many cultures. The authors emphasize that food is a cultural 
concept but that nutrient is a biological variable. They re- 
mind the clinician of the value of understanding the idiosyn- 
cratic health beliefs of individuals as zhey atect the patient’s 
seeking treatment as well as the patient’s actual dietary habits. 

Two chapters are devoted to children. Theodore Wacks 
documents the importance of the psychosecial environment 
in children’s acquisition of developmental skills. A compre- 
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hensive bibliography complements this chapter. Philip Gra- 
ham, an eminent British child psychiatrist, reviews “Children 
in Danger” from biological stresses such as malnutrition as 
well as from sociocultura: stresses such as family disruption. 
Throughout the book, 2 global perspective is emphasized. 
The importance of child and adolescent psychiatry is under- 
scored by the large percentage of the total population that 
children and adolescents represent. In 1980, more than 40% 
of the total population of many Central and South American 
countries were represented by children under the age of 15, 
in contrast to the United States, where only 23% of the 
population were children and adolescents. 

Beatrix Hamburg reviews adolescent health care and dis- 
ease prevention, focusing particularly on adolescent preg- 
nancy. The authors of this book do not focus on alcohol and 
drug abuse, suggesting the international view. 

Drs. Hafner and Welz pay attention to the elderly patient, 


emphasizing the role of increasing stresses and losses in the - 


development of psychopathology in the elderly. These au- 
thors used international databases and cite studies from both 
Europe and the United States. 

Prof. David Goldberg reviews the mental health aspects of 
general health care in an e‘egant and comprehensive manner, 
citing his own studies as well as many from the United States. 
He emphasizes the problem of the somatizing patient who 
takes up an inordinate amount of health care time in a va- 
riety of clinical settings. The references, again, are wonderful 
sources for further study. 

The book concludes with three chapters. The first reviews 
the-sociology of health care in developing countries, the sec- 
ond reviews the role of pcpulation movement and its effects 
on human health, and the third is a summary chapter pro- 
viding a global perspective of the relationship between health 
and behavior. 

The book is beautifully written and adds a unique perspec- 
tive to the news that we read daily about epidemics, mass 
starvation, and forced migrations of large numbers of peo- 
ple. It emphasizes the role that psychiatry can play in under- 
standing the effects of suca trauma on behavior, and it also 
offers the reader a fine introduction to public health perspec- 
tives that demand psychiatric expertise. It is a useful resource 
volume that should be in all medical libraries. 
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Psychiatric Consultation in Childbirth Settings: Parent- and 
Child-Oriented Approaches, edited by Richard L. Coben. 
New York, Plenum, 1988, 282 pp., $39.50. 


I read this volume with fascination because Dr. Cohen has 
been working for many years in the area of pregnancy-re- 
lated psychiatric illness, a field I have also been working in 
for 15 years. Most of the chapters in this book were written 
by Dr. Cohen or his colleagues at Pittsburgh, but there are 
invited chapters: “Neonatal Intensive Care” by Klaus Minde 
and Donna Stewart from Toronto, “Genetic Counseling” by 
Ann Walker and Anne Spencer of the University of Califor- 
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nia, Los Angeles, and “Psychiatric Consequences of the New 
Methods of Conception” by Margaret Jensvold of the Na- 
tional Institute of Mental Health. Dr. Cohen obviously has a 
flourishing consultation-liaison service in a maternity hospi- 
tal, and the core of this book is his account of the psychc- 
logical adaptation to pregnancy (chapter five), his ideas on 
the classification of psychological disturbances (chapter six, 
and his exposition and management of clinical situations 
referred by obstetricians (chapter nine). Dr. Cohen has ev:- 
dently developed a comprehensive semistructured interview 
exploring the personal history, psychodynamics, and adap- 
tation of women in the antenatal period; some of the probes 
in this questionnaire are very interesting. Furthermore, Dr. 
Cohen is a widely read man, and this volume is a valuable 
source and entree into the literature. 

In addition to Dr. Cohen’s contributions, there is a thor- 
ough analysis of the use of psychotropic drugs and the effects 
of addiction in pregnancy and the postpartum period, there 
are the invited chapters already mentioned, and there is a 
chapter on the law concerning the rights of the mother and cf 
the child. A good deal of thought is also given to the psy- 
chological effects of alternative birth centers compared with 
hospital deliveries in the university centers. 

I do not wish to emphasize the defects of this valuable 
contribution because they stem from the problems of health 
care delivery in the United States. Dr. Cohen’s practice seems 
to have been somewhat slanted toward the middle classes, 
and some of the patients referred to him would seem to 
British psychiatrists to be subclinical. There is comparatively 
little in this volume dealing with those conditions which we 
spend most of our time treating—puerperal psychosis, 
chronic postnatal depression in socially deprived mothers, 
and severe disturbances of the mother-infant relationship. To 
give an example, in chapter five there is a fascinating analysis 
of the stages of acceptance of pregnancy, which mentions 
several women who presented with “abdominal tumors” for 
which they requested surgery; however, there is no mention 
of the problem of neonaticide in women who come to term 
without ever recognizing that they are pregnant. The hand- 
icaps under which U.S. psychiatrists are operating are also 
well illustrated by the case history of a severely ill woman 
who discharged herself from the hospital expressing suicidal! 
and homicidal wishes, including threats to kill the baby; al 
that could be done was to urge the staff from the community 
health clinic to contact the patient and to discuss the possi- 
bility of a home visit. In Great Britain a member of the 
psychiatric service (in some centers the specialized service for 
pregnancy-related psychiatric disorders), with the previous 
agreement of the general practitioner, would have been at 
her house within hours. 


IAN F. BROCKINGTON, M.D. 
Birmingham, England 


Psychosomatic Medicine: Theory, Physiology, and Practice, 
vol. 1, edited by Stanley Cheren, M.D. Madison, Conn., In- 
ternational Universities Press, 1989, 424 pp., $40.00. 


Psychosomatic Medicine: Theory, Physiology, and Practice, 
vol. 2, edited by Stanley Cheren, M.D. Madison, Conn., In- 
ternational Universities Press, 1989, 553 pp., $40.00. 


Illness and disease can be viewed as adaptive failures at 
many levels of biological organization from both physiolog- 


Am J Psychiatry 148:4, April 1991 


ical and psychological perspectives. This long-awaited two- 
volume text presents the most up-to-date and relevant infor- 
mation on our current understanding of these failures as 
well 2s the ways in which individuals cope with these expe- 
riences. My fear on first reading it was that the 7-year ges- 
tation, brought about by realities quite beyond the ability of 
the editor to control, might result in a product 7 years out- 
of-date. On the contrary, some of the material is so fresh and 
stimulating that it was well ahead of its time when written. 
The chapter by Levine and Coe on endocrine regulation, for 
example, is one of the finest expositions on the subject I have 
ever read. This is only one of the outstanding parts of a 
comprehensive, focused, and scholarly publication that does 
credit to the authors and the editor. 

The text is organized around three aspects of current psy- 
chosomatic medicine—psychodynamic psychiatry, psycho- 
physiological research, and biobehavioral intervention. It at- 
tempts to put together under one umbrella the diverging and 
at times conflicting endeavors without diluting the contribu- 
tions of any one point of view. The text begins with a section 
on Theoretical Considerations that moves from the general 
to the more focused. Weiner and Fawzy make an eloquent 
case for their integrative model, which attempts to account 
for the multiple factors—genetic, immunological, bacterial, 
nutritional, developmental, social, behavioral, and psycho- 
logical—that protect against and predispose to initiate, 
maintain, and complicate the natural history of illness and 
disease. Other authors describe how psychosomatic concepts 
have developed and predict the directions of the future. Key 
concepts, including life-change stress and psychological vul- 
nerability, are covered as well. The second section, Psycho- 
physiological Research, is very rich and well-documented, 
with compelling research findings. The third section, Psycho- 
somatic Illnesses and Processes, covers gastrointestinal, 
bronchial, connective tissue, myocardial, endocrine, and eat- 
ing disorders. The fourth section focuses on Psychodynamic 
Treatment Approaches. 

In reviews of this type of work one is always tempted to 
make comparisons with other works purporting to be on the 
same subject. For example, one of the widest selling texts in 
this field in Europe is also entitled Psychosomatic Medicine 
(1). That work is encyclopedic, massive, and very different 
from the object of this review. Yet it is strangely reminiscent 
of the works of the past. It lacks the comprehensive and 
integrative perspective of the psychosomatic model so care- 
fully illustrated in Cheren’s volumes. Although Cheren could 
be faulted for not putting more of his own considerable 
schelarship into the book and for not providing more tan- 
gible bridging from chapter to chapter, what comes across to 
me, and I suspect to many nonpsychiatrist physicians and 
student readers, is his belief that reductionism in medicine is 
dead and that the future will behold the emergence of a 
scientific psychosomatic approach to research and treatment 
in all of medicine. 
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Hemispheric Specialization and Psychological Function, by 
Jobn L. Bradshaw. New York, John Wiley & Sons, 1989, 
211 pp., $49.95. 


This book provides a scholarly overview of lateralization, 
primarily of hemispheric specialization, but in its wide-rang- 
ing approach, it also includes a discussion cf the attack pat- 
tern of trilobite predators on the origin of arganic chirality 
(why we are made up of L-amino acids and p-sugars). It 
critically reviews the literature on asymmetries of hemi- 
spheric function obtained from studies of neuroanatomy, 
clinical lesions, commissurotomies, and no-mal subjects. It 
also covers the origins of tool-making and ‘anguage, the in- 
heritance of handedness, and the interactions of gender and 
cognitive asymmetries, Using the information presented, the 
author summarizes and critically assesses the validity af nu- 
merous theories regarding the etiology, inhezitance, and po- 
tential significance of these asymmetries, from Jaynes’s the- 
ory of the origin of consciousness due to communication 
between the hemispheres (mentioned primarily to be dis- 
counted) to Geschwind and Galaburda’s atrempt to link tes- 
tosterone to right-hemispheric embryogenesis and immune 
dysfunction. 

This book will not be of pressing interes: to most psychi- 
atrists because it has almost nothing to say about psychiatric 
disorders in which issues of lateralization have been raised, 
such as schizophrenia, affective disorders, end hysteria. One 
of the few references to schizophrenia mentions thar it is 
associated with overactivation of the left hemisphere, higher 
dopamine levels in the left hemisphere, amd a tender.cy to 
turn to the right. Unfortunately, these conclusions are not 
referenced, so the evidence for them cannot be reviewed. My 
own understanding is that these conclusiors are not correct. 
Bracha reported left-sided turning in drug-naive schizo- 
phrenic subjects. Posner, Flor-Henry, and Fotkin each found 
right-sided neglect, and higher levels of dopamine in the right 
hemisphere have been demonstrated by sirgle photon emis- 
sion computed tomograpky. I would have enjoyed a ciscus- 
sion by Bradshaw of these apparently con:radictory claims, 
which are no more confusing than many in other arzas of 
lateralization. 

Less directly related to psychiatry is the zerspective of the 
author on the popular applications of theo-ies of lateraliza- 
tion. Theories about left- and right-handzdness and hemi- 
spheric specialization have been used over the years to justify 
educational and therapeutic interventions. For example, af- 
ter Broca’s discovery there was a cult of “ambidexterity” 
that attempted to double children’s brain zapacity by train- 
ing them to use both hands equally. In the 1930s, ambidex- 
terity was blamed for causing dyslexia amd stuttering, and 
efforts were made to promote right-handzdness. Today, of 
course, our era promotes the virtues of the right hemisphere, 
the source of creativity and intuition, and educational exer- 
cises attempt to enhance its development. 

In summary, this book amply demonstrates the com>lexity 
of this field and raises serious objections to the simplistic 
conclusions of pop psychology. It is an excellent resource for 
the psychiatrist. However, it is hard to imagine that such an 
exhaustive review of this potentially overs-udied field will be 
become a psychiatric bes-seller. 


DANIEL J. LUCHINS, M.D. 
Chicago, Ill. 
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Coping With Chronic Pain: A Guide to Patient Self-Manage- 
ment, by Richard W. Hanson, Ph.D., and Kenneth E. Ger- 
ber, Ph.D. New York, Guilford Press, 1990, 232 pp. 
$30.00. 


The authors of this book are clinical psychologists in- 
volved in teaching and research in behavioral medicine at the 
University of California. Their book consists of nine chap- 
ters: “Introduction,” “Models of Pain,” “Self-Management 
Training,” “Self-Management of Physical Activities,” “Cop- 
ing With Pain Through Distraction,” “Coping With Epi- 
sodes of Intense Pain,” “Managing Stress and Depression,” 
“Organization and Management of a Chronic Pain Pro- 
gram,” and “Beyond Self-Management Training.” 

The authors refer to the current “mechanistic” domination 
of medicine. They use low back pain to illustrate how the 
sufferer is a passive victim whose pain is to be eliminated by 
the expert with the use of technological instruments. The 
system of financial reimbursements for medical services leads 
to excessive use of medical procedures despite confusions in 


diagnosis and a 1% success rate in disk surgery. This, they 


claim, necessitates the development of self-management by 
patients to cope with chronic pain. 

The scientific study of health care is determined by the 
model of pain chosen. The biomedical model is effective for 
acute conditions, but for chronic states the biopsychosocial 
model is useful because it focuses on the whole person. Al- 
though there are cognitive and emotional effects on sensory 
input, the authors say they are often ignored by medical 
practitioners. In the authors’ program, which consists of lec- 
tures and group discussions, the biopsychosocial model is 
emphasized, no “‘cure” is offered, and the search for medical 
relief is discouraged. Admission of patients to the program is 
restricted to those who manage pain without a physician, 
who stop taking narcotics, and who cooperate fully. The 
authors say that although the physician has failed, “care is 
taken to avoid global condemnation of the medical profession.” 

Appropriate exercise is encouraged, contrary to traditional 
medical approaches, which, they say, “often” discourage ac- 
tivity. Disability is due to deconditioning, drugs, and iatro- 
genic fears. Living a full productive life despite physical 
impairment is encouraged. Cognitive, emotional, and behav- 
ioral features are taught for coping with and distracting one- 
self from pain. To cope witk intense pain, situational triggers 
are to be found, and “as-needed” orders for analgesics, use 
of narcotics, excessive alconol use, and hospital emergency 
room visits are to be avoided. To manage stress and depres- 
sion, the influence of thoughts on emotion and behavior is 
applied to find reasonable solutions. Patients with psychiatric 
problems are referred for individual therapy. 

Ideally, the authors say the program should be conducted 
away from a hospital because being in the hospital may re- 
new interest in medical treatment. Patients are discharged if 
they fail to observe 10 strict rules. The program lasts 3-4 
weeks, inpatient attendance is preferred, only 8% do not 
finish, and 100 inpatients are accommodated yearly. A phy- 
sician decides who is not suitable for medical care for pain. 
The authors describe this physician as one who “achieves 
professional satisfaction in interactions with patients that are 
devoid of many of the tracitional treatment procedures in 
which the physician has been trained.” 

Several detailed case reports are presented of patients who 
were not well-suited for the program even though psychoso- 
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cial factors were present. Nevertheless, the authors believe 
that “all people [must] assume greater personal responsibil- 
ity for managing their own health rather than placing all 
responsibility onto the medical care system.” To avoid pain 
therapy failures, clinicians should be aware of and practice 
the multidisciplinary approach. 

The authors are involved in a courageous attempt to help 
the sufferer for whom medicine allegedly can do nothing. But 
it is not convincing. That the authors were “impressed” with 
the results is not enough. Their findings were not exposed to 
statistical evaluation with controls, patients were highly se- 
lected, physical diagnoses were unclear, and psychiatric di- 
agnoses were absent. 

The biopsychosocial model is not new. It has been applied 
by this name and others by many medical practitioners. The 
authors’ criticisms of medicine are frequently naive. Quotes 
to support their attitudes are selected with bias, and one asks 
whether the medical resources were exhaustively used by 
those who were considered “medical failures.” The 3- 
4-week program seems to be dependent on expectations and 
personal attention for success. (Nothing is mentioned about 
spontaneous remissions in chronic disease.) I felt a note of 
coercion for desperate candidates. There is danger in dis- 
couraging a reasonable awareness of pain. A patient with 
one painful condition may develop another illness, and there 
is progress in medicine. For example, according to a personal 
communication from John S, Train, interventional radiology 
was effective in finding a correctable lesion in one patient 
who had suffered 6 years of bleeding with repeated attempts 
at relief. 

In my opinion, the program described by the authors is 
regressive, and their book would have been better if they had 
included an internist and a psychiatrist as coauthors. 

The relationship between emotional stress and biological 
illness is receiving more and more attention in both research 
and bedside practice. This book attempts to deal with this 
serious and provocative problem. It is well organized and 
well written although in parts repetitious and wordy and 
provides an interesting review of biosocial factors in medical 
practice. Except for its critical references to medicine, it may 
be recommended for inexperienced mental health clinicians. 
ae book contains a sizable bibliography and a workable 
index. 


GEORGE J. TRAIN, M.D. 
New York, N.Y. 


ETHICS, LAW, AND RELIGION 





Medical Ethics for Physicians-in-Training, by Jay E. Kantor, 
Ph.D. New York, Plenum, 1989, 219 pp., $29.95. 


Defining ethics as the study of how people ought to act, 
Dr. Kantor has set out to translate his experience in dealing 
with ethical problems in clinical settings into a guide for 
physicians and medical students on how they ought to act 
when confronted with ethical choices. His book is not in- 
tended to be comprehensive but, rather, to deal with com- 
mon and recurrent concerns. Dr. Kantor tells us that neither 
the law nor ethical codes will adequately resolve moral is- 
sues; these must be addressed through an understanding’ of 
ethical principles and their application. Rejecting answers 
based on ethical cultural relativism and self-interest, he out- 
lines the tenets and implications of the four major philosoph- 
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ical theories that purport to give direction to the ethical de- 
cision maker. These are utilitarianism, Kantian autonomy, 
natural law, and social contract (Hobbes to Rawls). The 
description of these theories for a general medical audience is 
cogent and informative. Dr. Kantor acknowledges that it 
may be easier said than done to apply a principle to the 
staggering ethical dilemmas of real life, but he is hopeful that 
clear reasoning and additional facts may resolve the issue. 
(He evidently at least partially rejects the dictum that one 
cannot derive “oughtness” from “‘isness.”) When issues re- 
main unresolved, one should not resort to situation ethics 
but adhere consistently to a particular theory. He makes it 
clear that his own preference is for autonomy approaches, a 
bias whose influence on some of his judgments can be seen 
throughout the book. 

The titles of the remaining chapters—“Informed Consent 
and the Right to Refuse Treatment,” ‘Personhood and the 
Right to Life,” “Euthanasia, Confidentiality, and Psychiatric 
Ethics”—indicate the areas that Dr. Kantor regards as im- 
portant ethical fields of combat. The discussion throughout 
is conducted in a clear, well-organized manner and should be 
enlightening for those seeking beginning guidance in these 
matters. 

I found particularly interesting the analysis of the concept 
of personhood, whose differing definitions and implications 
are shown to underlie the vexed debate over the morality of 
abor-ion and also to strongly influence arguments about eu- 
thanasia. This subject is broken down into its component 
parts—active and passive and voluntary, unvoluntary, and 
involuntary—in a way that encourages orderly thinking 
about these questions, 

This is not a casebook, although a few clinical examples 
are presented. Dr. Kantor attempts to leaven his essentially 
deductive approach with practical considerations and, on 
occasion, offers advice on how to proceed in a particular 
situation. An example is the course of action to be taken with 
a pazient hospitalized with an incurable terminal illness for 
whom do-not-resuscitate orders may become an issue. Dr. 
Kantor believes such a patient should be “given his diagnosis 
and informed that termination of treatment is an option 
oper to him.” This advice also illustrates how his preference 
for patient autonomy and self-determination affects his judg- 
ment. An opposing view might suggest that although many, 
possibly even most, patients might properly be dealt with this 
way, there should also be room for a clinical determination 
that certain patients will suffer so much from being informed 
of tkeir imminent demise that the proper and more humane 
ethical posture might be the utilitarian decision not to so 
inform them. On similar grounds it is also possible to dis- 
agree with the statement that “the physician’s role qua phy- 
sician to treat illness is taking second place to his fundamen- 
tal keing as a person obligated to respect and recognize the 
dignity and self-determination of his patients.” 

For purposes of this review, the chapter on “Psychiatric 
Ethics” deserves somewhat fuller discussion. Dr. Kantor 
holds that mental health and mental illness depend on the 
concept of normality and deviance from normality. As he 
rightly points out, the different meanings attached to nor- 
mality influence the way in which deviance or mental illness 
is regarded. If normality is seen in statistical terms, deviance 
in the sense of holding unpopular views can be labeled ill- 
ness, as has in fact happened in the Soviet Union and as 
Thomas Szasz claims is also true in the United States. Dr. 
Kantor questions whether mental illness is totally culture- 
bound, and he seems to adhere more to essentialist than 
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statistical concepts of normalcy. These allow certain kinds of 
behavior deviating from an essential humen quality to be 
considered evidence of mental illness. But wat this qual:ty is 
that has been transgressed is seen differertly by the four 
theories. The author himself opts for autoncmy and bel:eves 
that current thinking accepts substantial departure from au- 
tonomy as indicative of the presence of mental illness. But 
how are we to determine when an individual lacks autonomy 
to a degree that makes him or her irrational: All answers to 
this question have profound ethical implications. These come 
into play preeminently when the time come: to consider de- 
priving individuals of their liberty in order +o treat taem for 
purported mental illness. Dangerousness tc self and others 
has become the major justification for such action in the 
United States, and although the author sees ethical conflicts 
inherent in both kinds of dangercousness, in accordance with 
his leaning toward the preservation of autoromy as the main 
determinant of ethical behavior, he does mot ques-ion the 
morality of relying on this standard. Again, cad here I should 
confess my own bias toward a chastened pz-ernalism under 
the utilitarian banner, it can be argued tha: the bracing but 
harsh winds of autonomy need to be temzered for some 
mentally ill people by the addition of parers patriae criteria 
for involuntary hospitalization. 

In his discussion of the right of the mencally ill to refuse 
treatment, Dr. Kantor is mistaken when he says that this is 
now a recognized right in this country. In “act, it is recog- 
nized by less than half the states and not im federal law. 

Medical Ethics for Physicians-in-Traininz has the v:rtues 
and defects of any attempt at a single-hand:d treatment of a 
broad subject. It avoids the diffuseness of edited volumes, 
necessarily and consciously at the cost of campleteness. The 
particular point of view espoused by the author may spawn 
disagreement by some, but it also focuses a-tention on many 
difficult ethical issues. On the whole, this is a useful book 
that will benefit medical students and manv physicians. 


PAUL CHODOFF, M.D. 
Washington, D.C. 


Handbook of Psychiatry and the Law, by Ebrahim J. Ker- 
mani, M.D. Chicago, Year Book Medical 2ublishers, 1989, 
292 pp., $34.50 (paper). 


Reading and comprehending books writen on psychiatry 
and the law can be a challenging task for meny psychiatrists, 
including those who are forensically inclined. Although 
many of these books focus mainly or: such traditional topics 
as the right to treatment, the right to refuse treatment, civil 
commitment, the suicidal patient, the vio ent patient, mal- 
practice, and confidentiality, Dr. Kermara’s Handbook of 
Psychiatry and the Law endeavors not orły to cover these 
topics but to provide breadth of the subēct matter at the 
interface of psychiatry and the lew. Less ofen discussed top- 
ics such as the legal aspects of alcoholisrr and drug addic- 
tion, psychiatry in death penalty cases, First Amendment 
rights of children, the rights of handicapped children (includ- 
ing those afflicted with AIDS), and surrogate parenting are 
given substantially equal billing with the traditional topics. 

Dr. Kermani organizes his topics around actual court 
cases. Such cases are instructive because they are generally 
the so-called landmark cases that have greetly affected legal 
thinking and consequently the regulation o= psychiatric prac- 
tice. For instance, although most readers a-e probably famil- 
iar with such cases as Tarasoff v. Regents o” the University of 
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California, Dr. Kermani includes several other cases having 
far more influence on medical and psychiatric practice, such 
as Canterbury v. Spence, which involves informed consent. 
Also included are recent legal cases such as the controversial 
Baby M decision, which has affected the future of surrogate 
parenting. 

Many of the illustrative legal cases belong in the recom- 
mended list of landmark cases that should be known by 
those who take the forensic psychiatry subspecialty Board 
examinations administered by the American Board of Foren- 
sic Psychiatry, Inc. Although the cases may not be described 
in sufficient detail in the book to help the candidate success- 
fully pass the forensic psychiatry examinations, they contain 
enough of the highlights to provide a quick overview of each 
and to introduce other psychiatrists and mental health pro- 
fessionals to the world of the forensic psychiatrist. What may 
be equally important for the reader to grasp is the sometimes 
astonishing reasoning that has led to these major legal deci- 
sions. In any event, for both adult and child psychiatrists, 
Handbook of Psychiatry and the Law provides a thorough 
grounding in the many aspects of psychiatry and the law and 
can also easily serve as a good encyclopedia-type reference to 
keep on the bookshelf. 


GREGORY B. LEONG, M.D. 
Los Angeles, Calif. 


The Solace Paradigm: An Eclectic Search for Psychological 
Immunity, edited by Paul C. Horton, Herbert Gewirtz, and 
Karole J. Kreutter. Madison, Conn., International Universi- 
ties Press, 1989, 464 pp., 365.00. 


The premise of this book is that there is “much room for - 


expanded examination of the growth and development of 
religious feeling from the simplest, most primitive form to its 
most elevated, transcendent states. The Freudian approach 
to religious experience has been too cold, too idea bound, 
too prejudiced.” This book presents a new testament in psy- 
chiatry, derived from the writings of Bion, Bowlby, and Win- 
nicott. It is religious in that it embraces the reparative func- 
tion of solace as “an overarching concept”; the transitional 
object is its vehicle and central to dealing with separation 
and loss. Solace is presented as the most appropriate term to 
describe the psychotherapist’s means for compensating for 
the patient’s separation from parents and healing the natural 
schism between fantasy and reality. Such is the lifelong ex- 
ercise and the basic psychological issue behind the metaphor 
of loss of Eden. 

Although some contemporary analysts perceive the ana- 
lytic environment as “holding” in itself without a conscious 
effort by the analyst, there is a longstanding tradition of 
mistrust of nurturing in traditional psychoanalytic writing. 
Extension of solace by the analyst is seen by a large number 
of analysts as allowing the “enemy” of reason and truth to 
enter the room. 

Some readers will find the fervor of conviction at the be- 
ginning of this book inspiring; others given to cooler per- 
spectives and treatment may resist such enthusiasm. The 
wish to convince the not-yet-converted also leads to interest- 
ing but purely speculative attempts at establishing neurobi- 
ological and evolutionary underpinnings for the solace par- 
adigm. Understandably, since the editors are attempting to 
stake a claim in already occupied territory, a full attempt at 
establishing legality will take another volume. The reader 
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who is not initially convinced should read on; I found many 
helpful directions for psychotherapeutic management. 

The whole of the first section on theory is extremely help- 
ful in reestablishing understanding of the concepts. The pre- 
sentation of the ideas of Winnicott and Rappaport includes 
an extremely sympathetic and illustrative vignette by Cap- 
polillo of the enchantment in childhood from both the child’s 
point of view and that of the analyst. This is an engaging and 
revelatory perspective on the nature of creativity. Grotstein 
presents many of the complex affective issues of interper- 
sonal theory involving transitional objects. The chapter by 
Modell is his usual scholarly and textured exploration of the 
depth of the importance of the concept of the transitional 
object. Silver, Glassman, and Cardish write on the capacity 
to be soothed. 

The second section presents seven new formal research stud- 
ies. This is a somewhat surprising feature of this book; research 
has usually been within the therapeutic frame, but this section 
presents research on object relatedness with formal protocols as 
well as naturalistic studies and observations. 

The third section presents “special research”: cross-cul- 
tural observations of transitional phenomena in widely di- 
verse cultures and geographies and a chapter on the role of 
early writing as transitional object. 

The fourth section, on clinical research and applications, 
has some wide-ranging views on the uses of transitional ob- 
jects and solace. There is a chapter by Coleman on object 
relatedness and the problems of treatment of the difficult 
adult inpatient. Giovacchini addresses the developmental 
factors in object relatedness. “Defective soothing” occurs 
with ineffective parental soothing patterns. Soothing is a pri- 
mary organizer of personality in this view. There are other 
chapters of interest in this section as well. 

This book has paradigmatic aspirations. This is a passion- 
ate call for shifting psychotherapy and psychoanalysis away 
from the intrapsychic views of inhibition and toward inter- 
personal issues of separation. Those of us who have become 
interested in the brain and in burgeoning neuroscience, who 
have been dealing primarily with the anxiety of separateness 
by use of benzodiazepines and antidepressants, may have 
some difficulty in seeing the importance of a relatively small 
theoretical shift within a developmental framework from 
classical psychoanalysis toward object relations theory and 
the solace paradigm. Yet a return to the elegant and textured 
ideas of Bion, Winnicott, and Modell, among others, is re- 
freshing and absolutely relevant to contemporary therapy of 
all kinds and combinations. 


THEODORE NADELSON, M.D. 
Boston, Mass. 


FAMILY VIOLENCE AND CHILD ABUSE 


Family Violence: Emerging Issues of a National Crisis, edited 
by Leab J. Dickstein, M.D., and Carol C. Nadelson, M.D. 
Washington, D.C., American Psychiatric Press, 1989, 266 
pp., $21.95. 


The daily stories of family violence in our newspapers and 
on our television screens may cause familiarity and habitu- 
ation, so that we do not really see or hear them. Thus we 
proceed undisturbed to ignore this increasingly serious prob- 
lem. The monograph Family Violence is an outgrowth of a 
presidential symposium at the 1986 annual meeting of APA. 
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Dr. Carol Nadelson, the first woman president of APA, chose 
the topic in an attempt to publicize and bring attention to 
family violence. One statistic appears in many chapters: 
“Famiiy violence of some kind currently occurs in half the 
homes in the United States at least once a year’ (p. xii). The 
authors of the chapters citing this statistic—Elissa P. Benedek, 
Elaine Carmen, Judith Herman, Deborah Williams-White, 
and Marion Zucker Goldstein—describe in some detail the 
different groups who are seriously and frequently abused: 
children, the elderly, and women. The vignettes in these 
chapters are alarming. Other authors describe treatment pro- 
grams that are directed not only to the abused but to their 
abusers, their social systems, the workplace, the criminal jus- 
tice system, and the mass media. These treatment programs 
are described mostly in early stages, and many of the authors 
emphasize the pressing need for implementation and further 
research. 

In their concluding chapter, the editors emphasize the im- 
portance of the helping professions joining with self-help 
groups, government agencies, and educational institutions to 
“assume responsibility for helping to change social institu- 
tions and child-rearing practices implicated in predisposing 
people of all ages to family violence” (p. 238). Their broad 
emphasis is a call to the helping professions not only to read 
the newspapers and the professional journals with statistics 
on this issue but to take action. 

It would have been helpful in the concluding chapter to 
have a summary table of the main facts and figures (i.e., the 
overall statistics on abuse of children, the elderly, and oth- 
ers). In addition, a table with a summary of the important 
characteristics of preventive programs, which are embedded 
in several chapters, would have been useful for people plan- 
ning such programs. The topical bibliography is an aid for 
both informed and uninformed readers because it is quite 
diverse. The appendix of contact agencies is informative but 
somewhat limited in scope. 

This book is recommended reading for all mental health 
professionals to inform and augment our limited awareness 
of an important sociopsychological problem that is increas- 
ing at an alarming rate and has devastating effects. 


JOAN ZILBACH, M.D. 
Brookline, Mass. 


Beyond Sexual Abuse: Therapy With Women Who Were 
Childhood Victims, by Derek Jehu with Marjorie Gazan and 
Carole Klassen. New York, John Wiley & Sons, 1988, 352 
pt. £64.95. 


For experienced general therapists as well as for residents 
and medical students who, for a variety of reasons, have 
avoided asking all patients, regardless of gender and age, 
about a childhood history of sexual abuse, Beyond Sexual 
Abuse is an extraordinarily complete, in-depth, sensitive, in- 
formative, and well-written manual and clinical report. 
Derek Jehu, Professor Emeritus of Psychology at the Univer- 
sity of Manitoba and Director of the University’s Sexual Dys- 
function Clinic, and therapists Marjorie Gazan and Carole 
Klassen describe the theory behind their clinical research and 
the treatment protocols they developed in working with 51 
adult women who experienced childhood sexual abuse. The 
authors offer clear, usefully detailed explanations and refer- 
ences for any question that might arise in treatment. For 
example, victims’ reactions of guilt may persist into adult 
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mood disturbances, and fear into later phobias. Although 
reactions such as avoidance, denial, and dissociation zan 
serve as coping strategies at the time of the atuse—often the 
only ones available to a child—they may persist as inappro- 
priate ways of handling other life stresses. The authors ex- 
plain why they did not include men victims, yet go beyond 
this statement to offer theory and treatment suggestions. 
They also do not neglect specific treatment issuzs for lesbians. 

The chapter subheadings are listed in the teble of contents 
with their page numbers for extreme ease of reference. The 
first section of the book includes four chapters about the 
prevalence and nature of ckild sexual abuse. Even in these 
more commonly known areas, facts and case examples are 
included that offer useful clinical information and techniques 
in an unusually readable form. The chapter on “Families of 
Sexually Abused Children” details in clear chart form the 
problems characteristic of both parents and child victims, 
such as a “milieu of abandonment” and role confusion (e.g., 
“parentification” of the child). 

In the chapter “Therapy With Women Who Were Sexually 
Abused,” the authors state clearly that the protocols they 
developed and use are based on the cognitive behavioral 
model. They share their procedures of assessment, evalua- 
tion, and treatment of self-blaming and self-denigratory be- 
liefs and processes as well as the outcomes in four excellent 
case studies of women and their partners. The authors even 
describe group sessions conducted for the patients’ male 
partners. 

Other chapters detail the women’s interpersonal problems 
and relations with men and with their par-ners, their off- 
spring, their families of orig:n, and their abusers. Sexual dys- 
functions are also addressed——causes, assessment, evalua- 
tion, and treatment procedures. The one drz-wback, evident 
from the book’s introduction, is that no menzion is made of 
psychiatric evaluation before patients embark on this cogni- 
tive behavioral program. In addition, the authors state that 
only some women need physical examinations. They say that 
a medical examination is not necessary for all victims but is 
indicated in the following circumstances: “recent history of 
ill health, or physical symptoms apart from the sexual dys- 
function, complaint of pain or vaginal spasm during sexual 
activity, recent onset of impaired sexual motivation with no 
apparent cause, e.g., when the victim believes the dysfunc- 
tion to be due to a physical cause” (p. 246). Obviously, all 
female and male victims of childhood sexual abuse should be 
evaluated by a psychiatrist and have a ccmplete medical 
workup before entering into a therapeutic program. The pro- 
gram described in Beyond Sexual Abuse is excellent; for ex- 
ample, the women are advised to keep jousnals, and they 
write letters to parents and other family abusers about their 
abuse experience and feelirgs. 

Professor Jehu and his colleagues offer therapists an excel- 
lent volume that should be read by all medical, students as 
well as health professionals in ather specialties who, with 
knowledge gleaned from this valuable project, can recognize 
and refer untreated victims. All techniques included are de- 
scribed and illustrated in detail, from visual :magery to cog- 
nitive restructuring and muscle-relaxing techniques. Reading 
this book will be well worth the time and effert. It is not to be 
skimmed; in fact, it can be reread and referred to repeatedly. 


LEAH J. DICKSTEIN, M.D. 
Louisville, Ky. 
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Soul Murder: The Effects of Childhood Abuse and Depriva- 
tion, by Leonard Shengold, M.D. New Haven, Conn., Yale 
University Press, 1989, 335 pp., $35.00. 


“Soul murder” is a term with a past. Daniel Paul Schreber, 
the paranoiac judge whose memoirs Freud analyzed, used it 
to mean the loss of identity he had suffered, presumably from 
childhood sexual abuse. Dr. Shengold has appropriated the 
term to designate instances of repetitive sexual or abusive over- 
stimulation alternating with neglect “deliberately brought 
about by another individual” (p. 17). These lead to loss of 
identity, including sexual identity. “What happens . . . is so 
terrible, so overwhelming, and usually so recurrent that the 
child must not feel it and cannot register it” (p. 25). The child 
has nowhere to turn but to the tormenting parent, whom the 
child must perceive, delusionally, as good. Psychiatrists fa- 
miliar with such victims will feel the horror return when they 
read this clinical material. 

This book discusses varied aspects of the problem, includ- 
ing brainwashing and recurrent themes involving rats expe- 
rienced by the victims of soul murder. The author reviews the 
literary output of Dickens, Orwell, Chekhov, and Kipling, all 
of whom experienced soul murder as children. Shengold ex- 
amines the effects of soul murder in these authors as they 
relate it in their writing. The problem with this device is that 
nearly every fictional example involves physical abuse or ne- 
glect, whereas nearly all of the actual patients presented ex- 
perienced sexual abuse. Many readers may feel that the hor- 
ror of reality is somehow trivialized when juxtaposed against 
the fictional examples. 


Then there is the term itself. Murder is intentional, yet 
Shengold presents no evidence that child molesters intend to 
harm the child rather than to gratify themselves. “Soul man- 
slaughter” might be a more accurate, if less dramatic, term. 
Murder is also final, yet Shengold discusses partial. soul 
murder, and therapy may relieve some of the effects of soul 
murder. 

Most of this book is fascinating; much is wise. But some is 
downright silly, outrageous, or both. Shengold seems to 
agree with Robert Fliess that “urination is a regular method 
for releasing cannibalistic impulses” (p. 97). He “guesses” 
that fathers are as likely to have sexual contact with prepu- 
bescent sons as with daughters. He contends that mother- 
son incest is less common than father-daughter incest be- 
cause of the primal importance of the mother for the child 
and the son’s anxiety lest he impregnate his mother. What 
about the parent’s drives? Shengold seems to be putting the 
onus squarely on the victim. In another sentiment that will 
enrage many readers, he blames a mother for her son’s mo- 
lestation because she had left him in the care of a baby sitter 
whose “homosexual proclivities were common knowledge in 
the family.” Surely we have progressed far enough that psy- 
chiatrists no longer assume that gay men and women are 
dangerous. 

This book will impress itself on the consciousness of read- 
ers, who should value its many intersecting ideas but be wary 
of buying into the author’s prejudices. 


` JAMES MORRISON, M.D. 
Martinez, Calif. 


Reprints of Book Forum reviews are not available. 
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Mania in an Elderly Man Treated With Bupropion 


Str: Several studies have reported that bupropion is effec- 
tive in unipolar or bipolar depressed patients who are mar- 
ginally responsive to or intolerant of conventional antide- 
pressants (1). It has also been suggested that bupropion 
treatment is less often associated with manic states than are 
other antidepressant pharmacotherapies (2). We describe a 
78-yzar-old man with a 30-year history of recurrent major 
depression that had been refractory to pharmacotherapy 
who became manic when he was treated with bupropion. 


Mr. A sought outpatient treatment for a depressive syn- 
drome of 14 months’ duration. It was characterized by 
depressed mood; decreased energy, motivation, and activ- 
ity; social withdrawal; hypersomnolence; anorexia; and 
feelings of worthlessness, He felt unable to think clearly. 
He was not delusional. 

Mr. A had had eight major depressive episodes, the first 
at age 48. These had resolved spontaneously after 3 months. 
He had never required inpatient psychiatric treatment. He 
had no history of manic symptoms or of substance abuse. 
There was no family history of major depression. 

He had been in generally good physical health but had 
had elective angioplasty and treatment with diltiazem hy- 
drochloride in the preceding 6 months. A mental status 
examination showed depressed mood and mild psychomo- 
tor retardation, but cognition was intact. 

Mr. A’s symptoms failed to respond to the following 
trials of medication: desipramine for 6 weeks at a maxi- 
mum dose of 200 mg/day, with a plasma level of 147 
ng/ml; lithium carbonate for 4 weeks at 600 mg/day, with 
a plasma level of 0.63 meq/liter; and nortriptyline, in con- 
junction with lithium, for 8 weeks at a maximum dose of 
75 mg/day, with a plasma level of 72 ng/ml. Mr. A also 
received fluoxetine alone, 20 mg/day, for 10 days, but this 
was discontinued because of nausea and anxiety. 

After 6 days of treatment with 75 mg of bupropion each 
morning, Mr. A noted an increase in energy, motivation, 
and mood. Bupropion and diltiazem were discontinued on 
day 13 of treatment because he had developed irritability, 
grandiosity, extreme talkativeness, aggressiveness, de- 
creased sleep, and decreased need for sleep. 

Mr. A was distressed by his symptoms, which persisted. 
He was reluctant to take lithium. After 3 months, loraze- 
pam, 0.50 mg p.o. at bedtime as needed, was started, and 
this decreased his symptoms, although his mood remained 
at a hypomanic level for at least another 4 months. 


A switch from depression to mania occurs in 7%—17% of 
patients during pharmacologic treatment and occurs more 
frequently in bipolar patients. A drug effect is suggested 
when the switch occurs shortly after the initiation of antide- 
pressant treatment. 

It has been suggested that there is a relationship between 
age and vulnerability to mania during antidepressant treat- 
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ment. During clomipramine treatment of recurrent unipolar 
depression, a switch to mania was noted in older patien-s (3). 
Jain and Young (4) noted that elderly manic patients with 
late onset (age >58 years) of their first manic episode more 
often had had antidepressant pharmacotherapy during their 
index episode. 

The pharmacologic specificity of Mr. A’s manic respcnse is 
of interest. Bupropion’s pharmacologic profile differs from 
that of other antidepressants. It does not include appreziable 
effects on the uptake of norepinephrine or serotonin 3r on 
monoamine oxidase activity, and it may include inhibit on of 
dopamine reuptake (5). 
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BETSY J. BITTMAN, M.D. 
ROBERT ©. YOUNG, M.D. 
White Plainz, N.Y. 


Malignant Hyperthermia During ECT 


Sır: Malignant hyperthermia, a life-threatening prarma- 
cogenetic disorder of anesthesia, usually occurs in a surgical 
setting when susceptible patients are unwittingly expcsed to 
potent inhalation anesthetics. However, since succirrylcho- 
line may trigger this syndrome, malignant hypertherm.a may 
also occur during ECT, although a search of the literature 
between 1966 and 1982 (1) revealed no cases of malignant 
hyperthermia due to the use of succinylcholine during ECT. 
To our knowledge this is the first such report. 


Mr. A was a 30-year-old man with a 7-year history of 
schizoaffective disorder. At the time of admission, he was 
catatonic, with severe psychomotor retardation, mutism, 
and withdrawal. He had responded poorly to treatment 
with various antidepressants, loxapine, and carbemaze- 
pine, although no untoward effects had occurred. He had 
had surgery with general anesthesia twice previously. 
There was no family history of problems with anesthesia. 
The findings of physical and laboratory evaluations, in- 
cluding CBC, thyroid function tests, chest X-ray, ECG, 
EEG, and a CT brain scan, were normal. 
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Informed consent for ECT was obtained from Mr. A 
and his mother, and loxapine and carbamazepine were 
discontinued 12 days before the first ECT. Mr. A received 
six bilateral ECTs with a MECTA SR-1 machine during 1 
week. Anesthesia consisted of curare, 3 mg; atropine, 0.4 
mg; succinylcholine, 60-100 mg; and methohexital, 
40-90 mg. Treatment with loxapine, 10 mg b.i.d., was 
resumed before the last two ECTs. 

Mr. A improved, but he became febrile (maximum tem- 
perature=101.8 °F) and rigid shortly after the last three 
ECTs. The temperature elevation persisted for several 
hours and remitted spontaneously. In addition, he devel- 
oped tachycardia (180-190 bpra) and complained of mus- 
cle soreness and weakness. Creatine phosphokinase levels 
were not ascertained, alrhough the urine color never be- 
came brown or dark, i.e., suggestive of myoglobinuria. 
ECT was discontinued end Mr. A was eventually placed 
on a regimen of bupropion, trifluoperazine, and benz- 
tropine. He was discharged 10 days after the final ECT, 
without fever or stiffness. 

Two months later, Mr. A underwent a diagnostic pro- 
cedure to evaluate his susceptibility to malignant hyper- 
thermia. Muscle tissue for biopsy was taken from the 
thigh; sedation and femoral nerve block and lateral fem- 
oral cutaneous nerve block with the local anesthetic me- 
pivacaine were used during this procedure. The muscle 
was tested according to a standardized protocol (2) for its 
response to halothane and caffeine. The response to caf- 
feine was normal. The maximal contracture response to 
3% halothane was 0.9 g ‘the normal threshold is 0.7 g). In 
addition, there was a contracture response of 0.5 g to 1% 
halothane, which is also above the normal threshold. Re- 
sults of muscle histology testing were normal. 


Mr. A manifested symptoms typical of the malignant hy- 
perthermia syndrome: elevated temperature not due to in- 
fection, muscle rigidity, and tachycardia. The muscle con- 
tracture response to halothane was abnormal, indicating 
susceptibility to malignant hyperthermia. The fact that Mr. 
A had previously received anesthetics did not rule out sus- 
ceptibility to malignant hyperthermia, since approximately 
50% of susceptible individuals have had previous anesthesia 
without incident (3). 

Grigg (4), in a similar case, noted the similarity between 
neuroleptic malignant syndrome and malignant hyperther- 
mia. He speculated that treatment with neuroleptics may 
“sensitize” individuals to hyperthermic reactions when they 
are exposed to anesthetics, even anesthetics not normally 
associated with malignant hyperthermia. In swine, however, 
neuroleptics may actually delay the onset of malignant hy- 
perthermia or attenuate its severity when they are adminis- 
tered prior to halothane (5). The role of loxapine in this case 
was unclear. Conceivably, malignant hyperthermia may rep- 
resent a pharmacological derivative of a broader spectrum of 
hyperthermic disorders thaz can be provoked and modified 
by a variety of agents. 
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ARTHUR LAZARUS, M.D. 
HENRY ROSENBERG, M.D. 
Philadelphia, Pa. 


Fluoxetine as a Cause of SIADH 


Sır: We present a case of the syndrome of inappropriate 
secretion of antidiuretic hormone (SIADH) caused by fluox- 
etine. The patient’s osmolality and serum sodium levels re- 
turned to normal after discontinuation of the drug. Fluoxe- 
tine is an antidepressant drug unrelated to the tricyclic or 
tetracyclic antidepressants. 


Ms. A, a 53-year-old woman with a history of depres- 
sion, had been taking fluoxetine, 20 mg/day, for 2 weeks 
before her admission to the hospital. Upon arrival at the 
emergency room, she complained of fatigue of 2 days’ 
duration. Her chief complaint was lightheadedness, occur- 
ring over a period of 24 hours, which she described as a 
“swimming head.” Her depression had been treated with 
trazodone hydrochloride and fluoxetine 9 months previ- 
ously. At that time she had had an onset of similar symp- 
toms about 1 week after starting these medications (she 
was not taking any other medication). Consequently, she 
discontinued the trazodone and fluoxetine without in- 
forming her physician. Two months prior to this presen- 
tation, her serum chemistry had been normal, with a se- 
rum sodium level of 137 mmol/liter. 

In the emergency room Ms. A was alert and oriented 
and in no acute distress. Her blood pressure was 130/80 
mm Hg and her heart rate was 100 bpm without ortho- 
static changes. Results of a physical examination were un- 
remarkable except for left strabismus. Her serum chemis- 
try was normal except that her sodium level was 122 
mmol/liter and her chloride level was 90 mmol/liter. Her 
serum osmolality was 258 mosm/liter (normal range= 
276-305), urine osmolality was 385 mosm/kg (normal 
range=500-800), urine sodium level was 102 meq/liter, 
and urine potassium level was 37.1 megq/liter. The patient’s 
low serum osmolality, sodium, and chloride levels were 
consistent with SIADH. Her ECG, chest X-ray, thyrotro- 
pin and T, levels, and CT scan of the head were normal. 
Forty-eight hours after the fluoxetine was discontinued, 
Ms. A’s serum sodium level was 141 mmol/liter and her 
chloride level was 106 mmol/liter. THe serum sodium level 
remained normal, and after the patient had been asymp- 
tomatic for 3 days, she was discharged from the hospital. 


Drugs such as chlorpropamide, antineoplastic drugs, tri- 
cyclic antidepressants, and diuretics produce SIADH. Hy- 
pothyroidism and psychosis can induce SIADH (1). Fluox- 
etine challenge would be the most appropriate way to 
demonstrate the cause-effect relationship between the diug 
and SIADH, but we were unable to obtain the patient’s con- 
sent for this. 

Our findings agree with those of Hwang and Magraw (2) 
in indicating that fluoxetine should be considered as a pos- 
sible cause of SIADH. There appears to be a relationship 
between serotonin reuptake blockers, which include tricy- 
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clic antidepressants and monoamine oxidase inhibitors, and 
SIADH (3). Fluoxetine is a selective serotonin uptake 
blocker. Platelets of patients treated with fluoxetine have 
diminished uptake of H-serotonin. The degree of inhibition 
is proportional to the plasma concentration of fluoxetine (4). 
There is also speculation that fluoxetine blocks serotonin 
uptake by p-chloroamphetamine in the CNS. However, the 
syndrome resolved much faster in our patient after the drug 
was discontinued. Case reports by Hwang and Magraw (2) 
and Cohen et al. (5) do not include information about their 
patients’ hepatic and renal function. Possible explanations 
for the prompt resolution of our patient’s reaction may be 
related to her younger age and normal liver and renal func- 
tion. The possibility that fluoxetine-induced SIADH may be 
mediated by nonserotonergic mechanisms such as the cate- 
cholamines cannot, however, be excluded. 
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Suicidal Ideation Not Associated With Fluoxetine 


Sır: The November 1990 issue of the Journal contained 
my case report (1) of a patient who developed suicidal ide- 
ation while taking fluoxetine, as in a series of six patients 
reported by Teicher et al. (2). I wish to report important 
follow-up information which suggests that the occurrence of 
suicidal ideation in this patient while he was taking fluoxe- 
tine was merely coincidental. 

Since the case report was submitted, Mr. A has been hos- 
pitalized twice for depressive relapses with suicidal ideation 
while he was taking imipramine and disulfiram. He has been 
free of substance abuse and he has not taken fluoxetine for 7 
months, well past the half-life of this medication. Intermit- 
tent extreme suicidal ideation of the same quality has oc- 
curred in this patient when he had levels of imipramine plus 
desipramine between 241 and 432 mg/dl. 

A recent retrospective study of 1,017 depressed patients 
(3) showed no statistical significance for emergence of sui- 
cidal ideation during different somatic therapies. The medi- 
cations studied included 1) fluoxetine alone, 2) fluoxetine 
and a tricyclic antidepressant, 3) a tricyclic with or without 
lithium, 4) monoamine oxidase inhibitors, and 5) other 
agents. Furthermore, up to two-thirds of depressed patients 
report suicidal ideation at some time during their illness (4). 
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Given these facts, it is unlikely that fluoxetine has any rela- 
tionship to the development of suicidal ideation. 
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CYNTHIA E. HOOVER, M.D. 
Iowa City, Iowa 


Correction of Drug Promotion Item 


Str: During the recent Collegium Inte-nationale Neu- 
ropsychopharmacologicum (CINP) meeting in Japan, a pro- 
motional item was distributed with a copy of the Hamilton 
rating scale that included the name of our drug Tclvon. It 
was by no means our intention to indicate that the late Pro- 
fessor Hamilton had endorsed this drug or zhat he had been 
associated with it. We are sorry to learn that close colleagues 
and the immediate family of Professer Hamilton have been 
disturbed by this publication, particularly ir. view of the fact 
that, in helping with drug trials, Professor Hamilton was 
always impartial and insisted that his narre should not be 
used to sway a decision ore way or another. 

If we have inadvertently given any other impression, we 
should like to state that this was certainly not our intention. 


DR. PIETER A. VAN KEEP 
ORGANON INTEENATIONAL B.V. 
Os-, The Netherlands 


Cross-Cultural Issues and Treatments of Psychiatric 
Disorders 


Sır: We write this lette? to express our profound disap- 
pointment that there are but three cross-cultural index en- 
tries in the recently released three-volume treatise by the APA 
Task Force on Treatments of Psychiatric Disorders (1). In- 
deed, while there is total omission of Native-American is- 
sues, the only chapter that includes -eferemces to “blacks,” 
“Orientals,” and “Hispanics” (sic) is on sexual dysfunctions 
(chapter 216, pp. 2380-2383). We fear tha- this unfortunate 
sociocultural scotoma does little to reassure the reader that 
psychiatrists do not share the myths and prejudices held by a 
generally ethnocentric society which often ignores the mul- 
ticlass, multiracial, and multilingual realiry of its citizens. 
This failure is specially disturbing when so many prominent 
American scholars have devoted a significart portion of their 
careers to the scientific study of effective therapies for the 
socioculturally and racially diverse. 

In the 1970s psychiatric researchers ard clinicians sug- 
gested that traditional psychotherapeutic -echniques might 
alienate linguistic-minority patients. During the 1980s ther- 
apists were warned against ignoring intrazroup differences 
and advised to attend to the legacy of rampant discrimina- 
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tion and stereotypes expressed in a literature that often spoke 
of the socioculturally different as pathological and culturally 
deprived. As we enter the 1990s, we must continue to ex- 
amine the connections between the biopsychosociocultural 
distress of stigmatized and socia‘ly devalued ethnic minori- 
ties and the sociopolitical realities of their reference groups. 
In this manner, hopefully, we will not blame the victim, nor 
ascribe to culture or race what may be socioeconomically 
related, nor interpret as psychopathology what could simply 
be the effects of limited proficiency in the English language, 
nor ultimately continue to deny the ideological biases of 
many of our traditional treatmert perspectives. 

In short, we are deeply troubled by the publication of this 
treatise that appears to deny the current trend in our mental 
health field toward a pluralistic therapy model. We strongly 
believe that this work has done a disservice to our constitu- 
` ents, to patient care, and to psychiatric education and re- 
search. 

Obviously, there are many ways for APA in general and 
the task force in particular to demonstrate their recognition 
of the value and importance of sociocultural influences in the 
manifestation and treatment of mental illness. Perhaps a 
point of departure is to solicit commentary and contributions 
to any relevant APA-sponsored publication from individual 
members who are active in the area of ethnocultural psychi- 
atry, as well as from professional and scientific organizations 
whose raison d’étre is the promotion of transcultural psychi- 
atry and cultural knowledge. 
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Dr. Karasu Replies 


Sır: I am sorry that a number of important members of 
our profession have found Treatments of Psychiatric Disor- 
ders lacking in cultural sensitivity and assert that “the work 
has done a disservice to our constituents.” I am especially 
troubled by the implication that the work may have unwit- 
tingly or, worse, intentionally devalued ethnic minorities. Let 
me put the intent aside and carefully scrutinize the process 
and final content. 

Treatments of Psychiatric Disorders was the last in a series 
of publications of the task force. The previous one devoted a 
chapter to overall treatment planning, which included a dis- 
cussion of race, ethnicity, religion, and social/cultural issues, 
as well as geographic and ethical factors (1). Regarded as a 
baseline for all treatment, these issues were not individually 
reintroduced and retailored to every diagnostic category, as 
perhaps they should have been. 

We distributed the drafts of the projects to APA district 
branches and made them available to any organization that 
was interested. Here, the signers of this letter may have to 
share some of the burden of self-criticism. This is not a proj- 
ect that sneaked by; it was repeatedly discussed in its various 
levels of development at APA’s many spring and fall meet- 
ings and was subject to open controversies and debates in 
meetings as well as in print (Psychiatric News, New York 
Times, etc.). How is it that these individuals who describe 
themselves as “active in the area of ethnocultural psychiatry” 
made no active move to see the material or to meet with the 
task force, as many other interest groups did? If one’s “‘rai- 
son d’être” is the promotion of transcultural psychiatry, 
what is the reason for such noninvolvement? We would all 
agree, I believe, that “activity” is too narrowly defined if 
limited to ex post facto protest letter writing. 

Nevertheless, as a task force, we should have targeted the 
distribution of the drafts to specific individuals and organi- 
zations with specific interest and expertise in ethnocultural 
psychiatry. For all these “we should haves” and other short- 
comings of the project, I apologize on behalf of the task force 
and trust that its future editions will reflect a greater ethno- 
cultural sensitivity. 
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Bronx, N.Y. 


Am J Psychiatry 148:4, April 1991 


f 


Postpsychotic Depression 


Str: Michael Foster Green, Ph.D., and associates (1) found 
in their prospective assessment of the symptomatic vicis- 
situdes of 27 patients with recent-onset schizophrenia or 
schizoaffective disorder “‘no distinctive postpsychotic pattern 
of onset for depression.” Aspects of this paper are proble- 
matic. In the literature, postpsychotic depression is a tradi- 
tional concept that is rather consistently described. The neg- 
ative report by Dr. Green and associates may be due to their 
misidentifying the definition of the construct. 

The definition of depression was restricted to the item clus- 
ter of depressive mood, guilt feelings, and suicidality from 
the authors’ published modification of the Brief Psychiatric 
Rating Scale (BPRS). The clinical literature on postpsychotic 
depression, however, gives emphasis to phenomena such as 
massive inertia and passivity, frequent neurasthenic com- 
plaints, strong elements of isolation, and reports of empti- 
ness or lack of feelings (2). In more chronic patients these 
elements of “pseudodepression”’ are often predominant. To 
omit such manifestations is a critical error if one purports to 
investigate the traditional concept. Vegetative, ‘‘pseudode- 
pressive” elements are also a part of the Hamilton Rating 
Scale for Depression. This instrument was used by Mandel et 
al. (3) to investigate prospectively the appearance of postpsy- 
chotic depression in recently discharged, nondepressed 
schizophrenic patients. The observed incidence of 25% is 
consistent with other reports (4). Siris et al. (5) also used the 
Hamilton scale to define patients with postpsychotic depres- 
sion, who then benefited from a trial of imipramine. This 
supports the discrimination of postpsychotic depression, 
which often develops in patierits taking neuroleptics, from 
depression in acutely ill patients for whom tricyclic treatment 
is of no appreciable benefit over neuroleptic treatment alone 
(6). 

The criteria used by Dr. Green and colleagues to define an 
episode of depression make it likely that what were rated as 
new episodes were simply vicissitudes of continuous depres- 
sion. Minimum criteria for a new episode consist of two 
BPRS depression ratings of 4 that could follow a remission 
consisting of two BPRS depression ratings of 3. It is entirely 
conceivable that many patients traversed the well-docu- 
mented course of an exacerbation of depressive symptoms 
that was concurrent with but outlasted an exacerbation of 
psychotic symptoms, i.e., a “revealed” depression (4). The 
patient could fulfill one of the criteria for depression during 
psychotic exacerbation, dip to a score of 3 and have a “re- 
mission” of depression as a temporary fluctuation, then 
resume having depressive symptoms at a level of 4. This 
would count as a new exacerbation. 

Schizophrenic patients are psychiatry’s most symptomatic 
patients. With the onset of delusions and hallucinations, ero- 
sion of important areas of personality, and loss of instru- 
mental functioning, they become depressed for many reasons 
and with a variety of symptomatic patterns. Ít is important to 
study these various depressions—their causes, courses, and 
treatments. However, defining criteria need to capture the 
concept of interest. 
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THOMAS H. MCCLASHAN, M.D. 
ROYCE W. WALTRIP I, M.D. 
New Haven, Conn. 


Str: Dr. Green and associates may have rrisidentified the 
timing of postpsychotic depression. Also, the data reduction 
and analysis in their study limit the interp-etation of the 
findings. 

The time period defining a postpsychotic dzpression i3 un- 
clear. Most reports place it vaguely during rernission of florid 
symptoms and especially (in the older litereture) after dis- 
charge. Dr. Green and associates are to be commended for 
introducing specificity to this temporal sequence, but their 
definition of postpsychotic as the 3-week period after the end 
of a psychotic episode is rather narrow. Other observers 
might include as postpsychotic part or all of three of the six 
time periods mentioned by Dr. Green and colleagues. Their 
8-week period sandwiched between “long afzer psychotic on- 
set” and “other” does not reflect general views of the tradi- 
tional concept. For example, in a life-table analysis of onset 
of postpsychotic depression, Mandel et al. (1) found that 
most of their cases were not detected until 10-45 weeks after 
discharge. 

The approach of Dr. Green and associatzs to statistical 
analysis makes interpretation difficult. The chi-square statis- 
tic presumes independence of the data. Only nine of the 27 
patients suffered just one episode of depression. The remain- 
ing 54 episodes were experienced by 18 patients. This made 
an average of three episodes per patient for two-thirds of the 
patient group. Fifteen of these 18 had onsets bf depression in 
more than one time period, and it is unlikely that these were 
truly independent episodes of depression. Interdependence in 
the type of data set reported by the authors could be elimi- 
nated by using only the first depressive episcde for each pa- 
tient. This would require a much larger number of patients. 
The data could then be legitimately analyzed by chi-square. 
In this way one could also ask questions regarding factors 
that might discriminate between patients whose data zre in 
different cells. 

At the heart of Dr. Green and associates’ conclusion that 
postpsychotic depression was not observed :n this cohort is 
the failure of the observed frequency of depression to exceed 
the expected frequency. A final problem rests in the absence 
of normative base rate data to define expected frequency. 
Why should any of these patients be expected to be depressed 
at any time? We think there are several rezsons, and these 
reasons differ by time period. Dysphoric effect, including 
depression, is a defining component of a predromal phase or 
early relapse (2). Depression occurs in more zhan one-half of 
patients as a symptom manifestation of a ps schotic episode, 
especially in early cases (3). Depression is common after 
florid psychosis, sometimes as a continuing prenomenon and 
sometimes (hypothetically) as postpsychotic depression. De- 
moralization, certain negative symptoms, aphanisis, and so . 
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forth are often observed later in the course of illness and may 
overlap with depression. I? such considerations are germane, 
the validity of any of these propositions cannot be tested by 
comparing the frequency of BPRS depressive symptoms by 
time periods: We believe that depression in cohorts of early 
schizophrenic patients is expected to be higher than normal 
population base rates for several reasons, and these reasons 
predict that depression will be observed in all time periods. 
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ANN SUMMERFELT 
WILLIAM T. CARPENTER, JR., M.D. 
Baltimore, Md. 


Dr. Green and Associates Reply 


Sır: Drs. McGlashan and Waltrip express concern about 
our definition of depression, which was admittedly restric- 
tive. Instead of diagnosing majcr depressive episodes, we 
assessed depressed mood and suicidal thoughts with the ex- 
panded version of the BPRS (1). This means of assessment 
can raise reasonable concern that we were missing certain 
elements associated with postpsychotic depression. How- 
ever, an article by McGlashan and Carpenter (2) indicated 
that the miost discriminating symptoms of postpsychotic de- 
pression were “feeling unhappy” and “life not worth living.” 
We used items with similar content from the expanded 
BPRS. Some of the ‘“‘pseudodepressive” aspects of postpsy- 
chotic depression would be missing from our depression in- 

` dex, but many would be included in the withdrawal/retar- 
dation factor of the BPRS. Interestingly, this factor shows the 
sdme pattern of onset as the depressive symptoms: exacer- 
bations of withdrawal/retardation begin disproportionately 
more often in the concurrent time period and not in any 
other period. Such a finding argues against the possibility 
that we would have found a pattern of postpsychotic onset if 
we had included these pseudodepressive elements in our def- 
inition. We realize that the vegetative signs of depression are 
missed by the BPRS scales, and we agree that the Hamilton 
Rating Scale for Depressicn would have provided a richer 
picture of the quality of depressian. 

Ms. Summerfelt and Dr. Carpenter point out that our use 
of the chi-squaré test might not have been appropriate be- 
cause some of our sibjects contributed multiple depressive 
episodes to, the data, and thus the observations were not 
independent. Our principal finding, an unexpectedly large 
number of depressive episodes with onset concurrent with 
psychotic exacerbation, did not appear to be an artifact of 
multiple entry of the same subjects. For one thing, expected 
frequencies were calculated separately within each case, 
which takes into account individual differences in base rates 
for both depressive episodés and time at risk in each period. 
The concurrent time period constituted only about 3% of the 
observed time for the average subject, but 14 of the 63 de- 
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pressive episodes (22%), represeriting 13 different subjects 
(48% of the subjects), occurred during this period, Never- 
theless, we agree that perhaps our statistic is better termed a 
“chi-square-like” statistic. We were not entirely sure how 
many degrees of freedom to use in evaluating the significance 
of the statistic across the six cells of our design. Six cells 
would normally yield five degrees of freedom for the chi- 
square, and that is what we elected to use. In view of the 
extremely high value we obtained, it was our judgment tha- 
the issue was, in practice, inconsequential. 

We have now reevaluated the results by performing an 
approximate randomization test (3), and it appears to con- 
firm our judgment. The procedure is as follows. Each depres- 
sive episode is randomly assigned to one of the six time 
periods, with the probability of assignment proportional to 
the total number of weeks for that time period. These as- 
signments are completely random but suffer from the same 
lack of independence as the statistic we reported in the arti- 
cle. We repeated this procedure 1,000 times and examined 
the empirical distribution of our statistic. This is a highly 
robust test. The highest value for the 1,000 tests was 15.74; 
the value we obtained in the real data was 72.83. Since nc 
value this high occurred in 1,000 trials, we conclude that the 
p value is less than 0.001. We also examined the separate test 
for the concurrent time period. The highest value in the ran- 
domization was 11.38, compared with 67.20 in our real data 
(again, empirical p<0.001). 

A separate issue is whether we failed to distinguish be- 
tween clinically meaningful episodes and minor fluctuations 
in symptoms. Our inclusion of “mild” depressive episodes 
may have been too liberal, and we have now reanalyzed the 
data after eliminating the mild depressive episodes, so that 
any new depressive episode would require a minimum score 
of 5 on at least one of the depressive items. Using the: ap- 
proximate randomization test we have described, we found 
essentially the same results. None of the time periods differed 
significantly from chance except for the concurrent period 
(p<0.001). Twenty percent of the depressive episodes oc- 
curred in the concurrent period, which occupied 3% of the 
total follow-up period. The results were not overly influ- 
enced by a few individuals; the nine depressive episodes in 
the concurrent period were contributed by nine different 
subjects. 

It might be helpful to clarify the distinction between the 
onset of depressive episodes during the postpsychotic period 
and the persistence of depressive symptoms into the postpsy- 
chotic period. Our study considered only the timing of the 
onset of depressive episodes, not the severity of depression in 
each of the time periods. Hence, we did not assess the pres- 
ence of depressive mood in the postpsychotic period. Our 
data suggest that depressed mood did not begin in the 
postpsychotic period, but it might have continued into this 
period. Our conclusions are entirely consistent with those of 
McGlashan and Carpenter (2, p. 17): “Our findings indicate 
that patients generally do not develop a depression de novo 
in the postpsychotic period but that the depression represents 
an already existing symptom complex that remits more 
slowly than the acute psychosis.” Perhaps ambiguity could 
be reduced if a depression that remains after the remission of 
psychotic symptoms was referred to by another term, such as 
“lingering depression,” to distinguish it from a depression 
that begins in the postpsychotic period. 

The suggestion to compare the number of depressive epi- 
sodes to that of a normal sample is reasonable, and would 
address the absolute frequency of depression, but not the 
temporal sequencing of symptoms. Ms. Summerfelt and Dr. 
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Carpenter argue that schizophrenic patients may be more 
depressed than normal control subjects in every time period. 
If so, how would this finding be interpreted? Would it be 
helpful to postulate a different etiology and nosology for 
depression in each time period, or would it be more parsi- 
monious to conclude that schizophrenic patients have more 
depression in general than do normal control subjects (be- 
cause of factors such as stressful life events, reduced proc- 
essing capacity, or abnormal neurotransmitter systems)? 

Finally, the finding by Mandel et al. that Ms. Summerfelt 
and Dr. Carpenter cite is potentially problematic. If patients 
can suffer “postpsychotic” depression any time up to 45 
weeks after a psychotic episode, the question becomes, What 
does not constitute postpsychotic depression? To be sure, 
some depressive episodes occurred in each of the time peri- 
ods in our study. We think that the term “‘postpsychotic 
depression” implies a clinical (if not a causal) connection 
between psychotic and depressive episodes, and we specifi- 
cally evaluated whether this connection takes the form of an 
increased frequency of onsets of depression following onsets 
of psychotic symptoms. Our breakdown of the various time 
periods was admittedly arbitrary, but we failed to find any 
deviation from random occurrence of onset of depression 
except for the concurrent period. 
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. Hyperprolactinemia and Major Depression 


Sir: The letter to the Editor “Treatment of Hyperprolac- 
tinemia in Major Depression” (1) by Suzanne Holroyd, 
M.D., and Mitchell J. Cohen, M.D., has caused a minor 
depression in this endocrinologist who scans her husband’s 
psychiatric journals. If psychiatrists were to heed the last 
sentence, “Correcting elevated serum prolactin may be nec; 
essary for successful treatment of depression,” an unwar- 
ranted use of dopamine agonists in depressed patients could 
ensue. 

It is my view that the authors’ conclusion cannot be sub- 
stantiated. The patient was treated with eight ECTs followed 
by imipramine, both of which have been established as effec- 
tive treatments for depression. In my practice, hundreds of 
patients with elevated prolactin levels—the highest over 
8,000 pg/liter—have not shown an unusual incidence of de- 
pression. Psychiatrists use many drugs that elevate prolactin 
levels significantly (e.g., haloperidol), and no evidence of in- 
creased depression has been reported in these patients to my 
knowledge. Perusal of the references in the letter has not led 
me to conclude that elevated prolactin levels are associated 
with depression. 
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Drs. Holroyd and Mitchell suggested that the increased 
thyrotropin level could have been due to the local effect of 
the prolactinoma. On the contrary, a pressu-e effect from a 
pituitary tumor lowers the thyrotropin level. It is far more 
likely that previous lithium treatment was responsible, as 
they also suggested. 
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Dr. Holroyd and Dr. Colien Reply 


Sır: We thank Dr. Vale and Dr. Raphael S. Good (1) for 
reading and responding to our letter. As Dr. Good points 
out, many medical disorders can present as psychiatric ill- 
ness, and thus a thorough medical history end examination 
are needed as part of every psychiatric evaluation. We never 
meant to imply that such measures were “reserved” for re- 
fractory cases; rather, one reason for our case report was to 
point out another possible medical illness, prolactinoma, 
that could present as majcr depression and to remind psy- 
chiatrists to be alert to such possibilities. 

Dr. Vale doubts the possible relationship between our pa- 
tient’s psychiatric illness ard her prolactinoma, since the pa- 
tient recovered when she was treated with ECT and imipra- 
mine. However, as we stated in our letter, this patient had 
already had adequate trials of ECT and tricyclics, as well as 
monoamine oxidase inhibitors, lithiam, ard neuroleptics, 
without effect. These previous trials were conducted at a 
large tertiary care center before the patient was referred to 
us. It was not until her prolactinoma was diagnosed and 
treated that she responded to ECT and pharmacocherapy. 
Also, this patient’s major cepression with psychotic features 
occurred without a family or personal history of psychiatric 
disorder and at the same zime that other symptoms cf the 
prolactinoma (i.e., amenorthea, galactorrhea) appeared. 

Dr. Vale also states that the patients in her practice who 
have elevated prolactin levels do not have a higher incidence 
of depression. First, it would be interesting to study these 
patients in a systematic way to confirm this impression. 
While many patients with a given medical disorder do not 
exhibit psychiatric symptoms, a relationship between the 
medical disorder and psychiatric symptoms in a certair. sub- 
group of patients may well exist (for example, depression in 
patients with hypothyroidism). Why a subgroup of patients 
selectively exhibit psychiatric symptoms is a question only 
further research will answer. 

Finally, the limited space for a letter to the Editor limited 
our references, too. We now add other relevant references 
(2—6) for further perusal of this interesting topic. 
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Affective Spectrum Disorder? 


Sir: James I. Hudson, M.D., end Harrison G. Pope, Jr., 
M.D. (1) have suggested the term “affective spectrum disor- 
der” for eight disorders, namely, major depression, bulimia, 
panic disorder, obsessive-compulsive disorder, attention def- 
icit disorder with hyperactivity, cataplexy, migraine, and ir- 
ritable bowel syndrome. Since the criterion used for this no- 
menclature was the “specific antidepressant response” (the 
authors excluded from their evaluation disorders responsive 
to antimanic drugs and mood-stabilizing drugs), the correct 
term would have been “depressive spectrum disorder.” The 
term “affective spectrum disorder” should include manic dis- 
order, schizoaffective disorder, organic affective disorder, cy- 
clothymia, dysthymia, etc. The authors excluded the first 
three disorders “since these conditions are already defined 
primarily by the presence of affective symptoms.” But then 
so is major depression, which is, however, included in the 
spectrum concept. This seems quite arbitrary. 

Also, the choice of the antidepressant response model is 
faulty. Antidepressant drugs, in addition to their obvious 
antidepressant effect, may have several other clinical effects. 
Therefore, the affective spectrum disorders showing response 
to treatment with antidepressants may really be responding 
to the nonantidepressant clinical effects of these drugs. If this 
is so, then these disorders should snow a differential response 
to antidepressants. As poin-ed out by the authors themselves, 
obsessive-compulsive disorder responds differentially to an- 
tidepressants that act on serotonin. This observation defies 
the unitary concept of the proposed spectrum disorder. The 
authors justify this by saying that “the various forms of af- 
fective spectrum disorder . . . respond not to one but to three 
or more chemically different classes of antidepressants.” 
However, chemically different forms of antipsychotics are 
used for the treatment of Sydenham’s chorea, agitated de- 
pression, severe intractable hiccough, vomiting, Tourette’s 
disorder, mania, schizophrenia, schizoaffective disorders, an- 
orexia nervosa, and infantile autism. By the same analogy, 
these disorders should be called thought disorder (or cogni- 
tive) spectrum disorders. I do not think this approach is ap- 
propriate. All that can be said about these disorders is that 
they are antidepressant-responsive disorders and antipsy- 
chotic-responsive disorders, respectively. The argument can 
be extended to the use of benzodiazepines in treating anxiety 
disorder, status epilepticus, insomnia, myoclonic seizures, al- 
coholic withdrawal syndrome, and stage 4 non-REM sleep 
disorders and the use of carbamazepine in generalized tonic- 
clonic seizures, complex partial seizures, bipolar mood dis- 
orders, trigeminal neuralgia, digitalis-induced ventricular 
arrhythmias, impulse control disorder, and alcoholic with- 
drawal syndrome. 

The term “affective spect-um disorder” connotes disorders 
of affect and its clinical spectrum. Drs. Hudson and Pope 


548 


agree that the choice of the term is “arbitrary.” Since these 
disorders resemble one another only in the one proven fact of 
response to antidepressants, I suggest that they should be, at 
best, called antidepressant-responsive disorders until future 
research provides data for (or against) the spectrum concept. 
Until then, the spectrum concept should be used, if at all, for 
the clinically similar affective syndromes or in the manner it 
was used by Winokur et al. (2). 
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NIRAJ AHUJA, M.D. 
New Delhi, India 


Dr. Hudson and Dr. Pope Reply 


Sır: We agree with Dr. Ahuja that “‘antidepressant-re- 
sponsive disorders” would be a more technically precise term 
for the family we have called “affective spectrum disorder.” 
We would point out, however, that antidepressant response 
is only a marker for the proposed family, not its defining 
characteristic. In other words, there may be other disorders 
in the family that cannot be identified on the basis of anti- 
depressant response but that nevertheless share the common 
etiologic feature which we have predicted in affective spec- 
trum disorder. Disorders such as bipolar disorder and schizo- 
affective disorder may fall into this category. 

Next, Dr. Ahuja argues that antidepressants may have sev- 
eral clinical effects beyond their antidepressant effects and 
that this might explain the differential response of different 
forms of affective spectrum disorder to various antidepres- 
sants. However, we noted in the introduction to our paper 
that it would be extraordinarily unlikely that all of the var- 
ious classes of antidepressant drugs would have in common 
a second, entirely independent pharmacologic property in 
addition to the pharmacologic property by which they treat 
depression, Thus, it would be a remarkable coincidence if 
some forms of affective spectrum disorder were responding 
to the antidepressant effect of these drugs while other forms 
were responding to a separate effect that all of these different 
chemical families also happened to share. 

Dr. Ahuja next argues that one could equally well posit a 
family of, say, antipsychotic-responsive disorders, but his ex- 
ample differs in two critical ways from the case of affective 
spectrum disorder. First, some of the disorders on his list, 
such as vomiting, are not disorders but individual symptoms 
of disorders. Second, and most important, antipsychotics 
only partially treat, or treat only individual symptoms of, 
most of the disorders on his list. By contrast, antidepressants, 
when fully effective, appear to treat the full clinical syndrome 
of each form of affective spectrum disorder rather than in- 
dividual symptoms. The same argument would apply.to Dr. 
Ahuja’s other examples. 

Nevertheless, even though Dr. Ahuja’s examples differ in 
critical ways from the disorders in the affective spectrum 
disorder family, we would submit that they are not entirely 
trivial. For example, there may be significance in the fact that 
antipsychotic drugs work for both vomiting and psychotic 
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symptoms; perhaps some common etiologic factor in these 
two types of symptoms will ultimately be found. Similarly, 
the fact that benzodiazepines are effective in anxiety, status 
epilepticus, and alcohol withdrawal suggests that these dis- 
orders may share a common etiologic “step.” And the ef- 
ficacy of anticonvulsants in both bipolar disorder and epi- 
lepsy, as we ourselves have noted (1), suggests that these 
disorders might share an etiologic “step” of considerable 
importance. 
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JAMES I. HUDSON, M.D. 
HARRISON G. POPE, JR., M.D. 
Belmont, Mass. 


Manual and Computer-Assisted Literature Searches 


Str: I was delighted to see an article in the Journal com- 
paring manual and computer literature searches (1). How- 
ever, | was dismayed at the misconceptions it contained. The 
manual search of the four journals the authors examined was 
quite extensive. They consulted four points (i.e., title, ab- 
stract, introduction, and method section) in searching 
through the journals. However, in the computer search, they 
used only three key phrases. In doing a computer search, one 
does not just type in key words and expect a complete bib- 
liography. As any librarian will tell you, it is an interactive 
process. A medical librarian would have consulted the Med- 
ical Subject Headings list, which is used by the National 
Library of Medicine to index journal articles for their data- 
bases (e.g., Medline—part of the MEDLARS system). Some 
subject headings that I came up with include psychiatry; psy- 
chiatry department, hospital; consultants; and referral and 
consultation. A medical librarian experienced in on-line 
searching would combine these words, as well as using key 
words, to obtain a more comprehensive list of articles than 
the authors obtained. 

Please do not take us back to the dark ages of flipping 
through journal issues in order to find relevant articles. Com- 
puter searching is an essential service today for the medical 
and psychiatric profession, but it must be done by a profes- 
sional librarian to obtain all the relevant articles in a cost- 
and time-efficient manner. 
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KAREN GAGNON 
Kingston, Ont., Canada 


Dr. Lyons and Associates Reply 


Str: In response to Ms. Gagnon’s concerns about our 
study of computer-assisted and manual literature searches, 
several clarifications might be useful. We did not wish to 
imply that computer-assisted literature searches should not 
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be undertaken; we merely demonstrated that they may not 
be thorough. The question then becomes, Did we give 
MEDLARS a fair test? Although our results are consistent 
with the reports of others (1—4), Ms. Gagnon asserts that if 
we had consulted a medical librarian we would have had 
greater success with this strategy. However, we did consult a 
medical librarian, and with her help we identified the three 
key word phrases that appeared to identify -he most relevant 
studies and used these in our search. Mcre to the point, 
however, many literature search systems have been designed 
for use without a librarian. Many are avilable on micro- 
computers; others can be accessed from heme. Also, skilled 
research librarians are not available to all investigators. 
Given these circumstances, we believe tkat an empirical 
warning that even a fairly careful review might miss impor- 
tant articles is timely. 

We would be curious to see whether, with the additional 
words that Ms. Gagnon suggested, she vould be able to 
devise a more accurate search. Exhaustiveness is not the only 
criterion. A large number of false positives (articles identified 
by the search but not relevant to the review can also present 
problems to an investigator. An obvious example is the use 
of the suggested heading “psychiatry,” which would proba- 
bly identify all relevant articles but also cature every other 
article in the field regardless of its relevance to consultation- 
liaison psychiatry. Even combirations of subheadings and 
key words can lead to an overidentificatiom of articles. 

We have no doubts that computer-assisted literature 
searches provide a great deal of assistance to investigators. 
We also know that medical librarians are nvaluable. How- 
ever, computer-assisted searches alone are probably insuffi- 
cient for preparing a comprehensive review of a field of in- 
quiry. We do not wish to take anyone “back to the dark 
ages”; however, we believe strongly that technology is not a 
replacement for thorough research. 
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JOHN S. LYONS, PH.D. 

DAVID 8. LARSON, M.D., M.S.P.H. 
JOSEPH BARETA, M.S. 

JOSEPH J. ZORC, B.A. 

Chicago, Ill. 


Comments on the Review of Cults 


Sır: I would like to comment on John Hochman’s review 
of Marc Galanter’s book Cults: Faith, Heal'ng, and Coercion 
(1). 

Dr. Hochman clearly has very strong negative feelings 
about the Unification Church, and he appeers to be critical of 
Dr. Gelanter for not joining him in ar anti-Unification 
Church polemic. Although the reviewer tcuches on the im- 
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portance of Dr. Galanter’s research, he appears not to com- 
prehend its unique value a3 an unbiased scientific study of a 
complex social phenomenon. 

Dr. Hochman implies rether insidiously and without evi- 
dence that the results of Dr. Galanter’s research were influ- 
enced by the relationship he developed with the Unification 
Church. As a member of the group participating in Dr. Gal- 
anter’s first study of this organization (2), I was present at 
meetings with Unification Church officials in which the pro- 
posed research was discussed. No preconditions were set 
with respect to the questions that could be investigated or the 
results that could be publ:shed. Furthermore, a careful re- 
view of this study, of the book under consideration (3), and 
of Dr. Galanter’s recent lead article in the Journal (4) gives 
ample evidence of the author’s evenhandedness and lack of 
bias. Numerous points that could be used against the Unifi- 
cation Church are reported. Among these are the subterfuge 
used by certain branches of the church to obtain recruits; the 
fact that members dropped out of school and spent long 
hours proselytizing and selling to raise money for the orga- 
nization; the fact that well efter joining the church, members’ 
scores on a well-being scale were lower than those of a com- 
parison group in the general population; and the descriptions 
of the pressured engagement arrangements and mass wed- 


dings orchestrated by the Reverend Mr. Moon and church . 
officials. Moreover, in his case reports Dr. Galanter shows 


the potential of cults both to relieve and to exacerbate psy- 
chiatric symptoms. 

The clearly stated purpose of Dr. Galanter’s pioneering 
work is not to attack or defend the Unification Church or 
any other organization but to investigate scientifically and 
attempt to explain how highly ideclogical, cohesive groups— 
including self-help movements such as Alcoholics Anony- 
mous (AA)—exert their powerful influence over their mem- 
bers’ beliefs and behavior. This is an issue of compelling 
psychiatric interest, but Dr. Hochman, involved as he is with 
his own agenda, barely deals with the valuable data and 
interesting interpretations offered by Dr. Galanter. 
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ALEXANDER DEUTSCH, M.D. 
New York, N.Y. 


Sir: I object to John Hochman’s review of the book Cults: 
Faith, Healing, and Coercion by Marc Galanter. The main 
thrust of that review was that Dz. Galanter, who was al- 
lowed to study the Unificat.on Church, was not and cannot 
be unbiased because of the “relationships that develop be- 
tween researchers and their subjects.” 
~ It is well-known that relationships can produce bias; two 
of the great thinkers of our times, Freud and Marx, contrib- 
uted to the understanding of how this can occur. Uncon- 
scious bias is a hard charge for any of us to dispel com- 
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pletely; perhaps an accountant can disprove financial 
entanglements. Even a reviewer may be biased. Is it because 
Dr. Hochman approves of AA and the Marine Corps that he 
does not want them to be compared with the Unification 
Church? Are any of us really objective about Mormon mis- 
sionaries, Jehovah’s Witnesses, or Jews for Jesus? 

What Dr. Hochman’s review fails to convey to Journal 
readers is the great value of Dr. Galanter’s conceptual frame- 
work and research findings for understanding the power of 
groups to change people. Dr. Galanter has courageously 
studied social phenomena that have long been virtually ta- 
boo for psychiatrists. Disconcerting to many, he has attrib- 
uted a few positive features to a cult that is widely unpopu- 
lar. Dr. Galanter’s articles describing in detail the findings on 
which this book was based have been accepted by prestigious 
journals, including the American Journal of Psychiatry, for 
what these articles are—reasonable and objective attempts to 
understand charismatic groups from a scientific point of 
view. 


WALTON T. ROTH, M.D. 
Stanford, Calif. 


Str: Dr. Hochman’s review of Dr. Galanter’s book has 
come to my attention. 

Dr. Galanter’s latest contribution to the expanding litera- 
ture on cults derives in part, I understand, from material 
already published in other places, including the Journal, and 
going back at least a decade. It is flattering that Dr. Hoch- 
man exaggerates my role as a source of what I, and other 
reviewers and concerned professionals of various kinds, re- 
gard as an important contribution to and synthesis of the 
literature on an important subject. I will confess to having 
served for some years as president of the New York Civil 
Liberties Union and to having represented some groups, in- 
cluding the Unification Church, as clients in my practice, 
which is to a large extent devoted to matters of civil liberties, 
including the free exercise of religion. Dr. Hochman is simply 
incorrect in his statement concerning the people and the rel- 
ative size of the groups that constitute my clientele, but who 
my clients are and the sizes of their respective groups are no 
more significant in evaluating my concerns than the identities 
of Dr. Hochman’s patients and what they pay him. 

I regret the ad hominem tone of this response, but it can- 
not be otherwise when its etiology is a purported book re- 
view consisting of a direct personal assault on the author and 
snide, unfounded personal innuendoes concerning me. | 


JEREMIAH S. GUTMAN 
New York, N.Y. 


Dr. Hochman Replies 


Sir: Dr. Deutsch asserts that Cults is unbiased because the 
author described some of the Unification Church’s faults; Dr. 
Roth notes that the author simultaneously found redeeming 
features of the Unification Church. But to be unbiased, Cults 
would have to dispense equal treatment to similar groups; 
this does not occur. 

Dr. Galanter blasts Synanon’s leader: 


Synanon fell victim to the inflated role of Charles De- 


derich, its charismatic leader .... Dederich was arro- 
gant and controlling, and in time even designated 
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Synanon as a religion, granting himself a transcendent 
role far beyond that appropriate to the director of a 
drug treatment program. Unbridled power leads to feel- 
ings of grandiosity that may be difficult to withstand 
.... Power was concentrated in the hands of a single 
individual who proved ill fit to manage it. (p. 189) 


Dr. Galanter fails to mention that Dederich oversaw 
a multimillion-dollar promotional sales business (called 
ADGAP) within Synanon. By contrast, he describes the Rev- 
erend Mr. Moon as a “successful minister and industrialist” 
(p. 130), accepting Moon’s claim to head a “church” (even 
though he is simultaneously an industrialist) while rejecting 
Dederich’s similar credentials. f 

Dr. Galanter derides the claims of the leader of the Peo- 
ple’s Temple, Jim Jones: “There were implicit demands for 
an intensification of commitment to Jones’ idiosyncratic 
views, and increasingly bizarre beliefs came to be expected 
of these longstanding converts. Jones, for example, now 
claimed to be the reincarnation of Jesus, as well as Ikhnaton, 
Buddha, Lenin, and Father Devine” (p. 121). However, he 
offers nonjudgmental silence for Moon’s claims: “He told his 
followers that as a youth, while he was praying on a moun- 
tainside one Easter morning, Jesus appeared in a vision and 
called on him to carry out His unfinished task, and that he 
later met and conversed with Moses and Buddha” (pp. 129— 
130). 

Dr. Deutsch accuses me of an “anti-Unification Church 
polemic,” saying that Cults was not designed to attack or 
defend any group. However, Dr. Galanter’s polemic against 
other cults spares Moon to be praised by faint damnation. 

Dr. Galanter’s previous publications bear relevance, but 
not because they testify to the merits of this book. His earlier 
articles chronicled research involving the Unification Church 
but none involving Synanon or the People’s Temple, two 
groups the author found particularly objectionable. 

Dr. Deutsch describes the book’s essence as explaining 
“how highly ideological, cohesive groups... exert their 
powerful influence over their members’ beliefs and behav- 
ior.” However, common sense suggests a hypothesis that 
such intense group forces could influence intelligent and sin- 
cere researchers who spend countless hours studying the 
source of these forces. 

Dr. Roth asserts that I believe Cults was doomed to be 
biased; I' simply found it to be biased and then wondered 
why. He says that “unconscious bias is a hard charge for any 
of us to dispel completely” and asks if any of us is objective. 
But unconscious bias is not a cardinal sin; it becomes trou- 
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blesome only when we fail to know ourselves and use denial 
when confronted with our biases. 

Dr. Deutsch was present when research proposals were 
made to Unification Church leaders, and Le states that no 
deals were made. Although he thus dismisses conscious bias, 
he overlooks the possibility of unconscious bias, since he 
himself was a participant in research that l2d to the book. 

Mr. Gutman concedes that his law firm has represented 
the Unification Church, along with similar groups, but cor- 
rects my assertion that the church had been zis largest client. 
He further asserts that the identity and size of his client 
groups are irrelevant. 1 would commend Dr. Roth’s letter to 
Mr. Gutman’s attention; unconscious bias can affect anyone. 

I cannot agree with Dr. Roth that cults have been a taboo 
for psychiatrists. I find many psychiatrists simply uninter- 
ested in cults, and a paucity of grants for research on cults 
does not help. If there is any tabco among vs, it is discussing 
Scientology, which for several decades has been bullying its 
critics and discrediting our profession and which tae book 
did not mention at all. 


JOHN EHOCHMAN, M.D. 
Tarzana, Calif. 


Hemlock Society Newsletter 


Sir: A patient recently gave me a copy of the Hemlock 
Quarterly, which is a newsletter of the Herilock Society. As 
a psychiatrist I was disturbed by this publicazion, whick gave 
specific drug dosages and stated the usual lethal dose, as well 
as other specific recommendations for ensazing one’s death 
by suicide. Also included were specific recommendations for 
asphyxiation. 

My patient was equally upset by the newsletter. Although 
she is now feeling better, she kas in the past experienced 
periods of serious suicidal impuises and fe t that if such in- 
formation had been available to her ar those times, she night 
have been more readily and easily moved to attempt suicide. 
It is important for psychiatrists to be aware of the open 
dissemination of such specific information about potentially 
lethal substances, which can only increase the possibility of 
successful self-destruction by depressed patients during peri- 
ods of suicidal despair. 


THOMAS H. VAN DOREN, M.D. 
Kalamazoo, Mich. 


Reprints of letters to the Editor are not available. 
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APA Official Actions 





Homosexuality and the Armed Services 





APA, since 1973, has formally opposed all public and private 
discrimination against homosexuals in such areas as employment, , 


This position statement was proposed by the Committee on Gay, housing, public accommodations, and licensing. It follows that APA 
Lesbian, and Bisexual Issues’ of the Council on National Affairs. It opposes exclusion and dismissal from the armed services on the basis 
was approved by the Assemb'y of District Branches in November of sexual orientation. Furthermore, APA asserts that no burden of 
1990 and by the Board of Trustees in December 1990. proof of judgment, capacity, or reliability should be placed on ho- 


mosexuals which is greater than that imposed on any other persons 
within the armed services. 








‘The committee members are Robert Paul Cabaj, M.D. (chairper- 
son and Assembly liaison), Ricaard A. Isay, M.D., Margery Sved, 
M.D., Rochelle Lynn Klinger, M.D., Marshall Forstein, M.D., and 
Peggy Hanley-Hackenbruck, M.D. (corresponding member). 
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Drug Interactions: Patients receiving lithium plus haloperidol should be monitored closely for early evi- 
dence of neurological toxicity and treatment discontinued promptly f such signs appear. As with other 
antipsychotic agents, it should be noted that HALDOL may be capable cf potertiating CNS depressants such 
as anesthetics, opiates, and alcohol 

Carcinogenesis, Mutagenesis and Impairment of Fertility: No mutagenic aotential of haloperidol deca- 
noate was found in the Ames Salmonella microsomal activation assay. 

Carcinogenicity stucies osingon haloperidol were conducted in Wistar rats dosed at up to 5 mg/kg daily 
for 24 months) and in Albino Swiss mice (dosed at up to 5 mg/kg daily for 18 months). In the rat study 
survival was less than optimal in all dose groups, reducing the numberof rats-et risk for developing tumors. 
However, although a relatively greater number of rats survived to the erd of the study in high dose male and 
female groups, these animals did not have a greater incidence of tumors thar control animals. Therefore. 
although not optimal, this study does suggest the absence of a haloperidol related increase in the incidence 
of neoplasia in rats at doses up to 20 times the usual daily human dos= for chronic or resistant patients. In 
female mice at 5 and 20 times the highest initial daily dose for chron or resistant patients, there was a 
statistically significant increase in mammary gland neoplasia and total tumo” incidence; at 20 times the 
same daily dose there was a statistically significant increase in pituitary glard neoplasia. In male mice, no 
statistically significant differences in incidences of total tumors or spec fic tumer types were noted 

Antipsychotic drugs elevate prolactin levels; the elevation persists curing chronic administration. Tissue 
culture experiments indicate that approximately one-third of human breast cancers are prolactin dependent 
in vitro, a factor of potential importance if the prescription of these drugs is contemplated in a patient with a 
previously detectec breast cancer. Although disturbances such as galactorrhea, amenorrhea, gynecomastia, 
and impotence have been reported, the clinical significance of elevated serum prolactin levels is unknown 
for most patients. An increase in mammary neoplasms has been found in rodents after chronic administra- 
tion of antipsychotic drugs. Neither clinical studies nor epidemiologic studies conducted to date, however, 
have shown an association between chronic administration of these crugs end mammary tumorigenesis. 
the available evidence is considered too limited to be conclusive at this ime. 

Usage in Pregnancy: Pregnancy Category C. Safe use in pregnancy or in women likely to become pregnant 
has not been established; use only if benefit clearly justifies potential hazards `e the fetus 

Nursing Mothers: Infants should not be nursed during drug treatment 

Pediatric Use: Controlled trials to establish the safety and effectiveness of imtramuscular administration 
in children have not been conducted 


Adverse Reactions: Adverse reactions following the administration of HALDOL Decanoate 50 or HALDOL 
Decanoate 100 are those of HALDOL haloperidol. Since vast experience has accumulated with HALDOL, the 
adverse reactions are reported for that compound as well as for haloperidol decanoate, As with all injectable 
medications, local tissue reactions have been reported with haloperidobdecaneate. 

CNS Effects: Extrapyramidal Reactions—Neuromuscular (extrapyramidal) reactions have been reported 
frequently, often during the first few days of treatment. Generally they involved Parkinson-like symptoms 
which when first observed were usually mild to moderately severe and usually reversible. Other types of 
neuromuscular reactions (motor restlessness, dystonia, akathisia, hyperreflex:a, opisthotonos, oculogyric 
crises) have been reported far less frequently, but were often more severe 
Severe extrapyramidal reactions have beer reported at relatively low 
doses. Generally. extrapyramidal symptoms are dose-related since they 
occur at relatively high doses and disappear or become less severe when 
the dose is reduced. Antiparkinson drugs may be required. Persistent 
extrapyramidal reactions have been eportec and the drug may have to 
be discontinued in such cases. Withdrawal Emergent Neurological 
Signs—Abrupt discontinuation of short-term antipsychotic therapy is gen- 
erally uneventful. However, some patiente on maintenance treatment 
experience transient dyskinetic signs after aorupt withdrawal. In certain 
cases these are indistinguishable fram “Tardive Dyskinesia" except for 
duration. It is unknown whether gradual witherawal will reduce the occur- 
rence of these signs, but until further evidence is available HALDOL should 
be gradually withdrawn. Tardive Dyskinesa—As with all antipsychotic 
agents HALDOL has been associated with persistent dyskinesias. Tardive 
dyskinesia, a syndrome consisting of potentially irreversible, involuntary, 
dyskinetic movements, may appear in some Jatients on long-term therapy 
or may occur after drug therapy has seen dscontinued. The risk appears 
to be greater in elderly patients on high-dosz:therapy, especially females, 
The symptoms are persistent and in some patients irreversible. The syn- 
drome is characterized by rhythmica involurtary movements of tongue. 
face. mouth or jaw (e.g. protrusion oftongue. ouffing of cheeks, puckering 
of mouth, chewing movements). Sometimes these may be accompanied 
by involuntary movements of extremities and the trunk There is no 
known effective treatment for tardive dyskinesia; antiparkinson agents 
usually do not alleviate the symptoms of this syndrome. It is suggested 
that all antipsychotic agents be discontinued if these symptoms appear. 
Should it be necessary to reinstitute weatmert. or increase the dosage of 
the agent, or switch to a different antiosychctic agent, this syndrome may 
be masked. It has been reported that fine yvermicular movement of the 
tongue may be an early sign of tardive dyskinesia and if the medication Is 
stopped at that time the full syndrom= may ^ot develop. Tardive Dystonia 
—Tardive dystonia, not associated witi the abeve:syndrome. has also been 
reported. Tardive dystonia is characterized by delayed onset of choreic or 
dystonic movements, ıs often persistent, andlhasthe potential of becoming 
irreversible. Other CNS Effects—Insor nia, restlessness, anxiety, euphoria 
agitation, drowsiness. depression. leMargy, "eadache. confusion, vertigo 
grand mal seizures and exacerbation of psychotic symptoms including hallueinations, and catatonic-like 
behavioral states which may be responsive to drug withdrawal and/or treatment with anticholinergic drugs. 

Body as a Whole: Neuroleptic malignant syndrome (NMS), hyperpyrexia end heat stroke have been 
reported with HALDOL. (See WARNINGS for further information concerning NMS) Cardiovascular Effects 
Tachycardia, hypotension, hypertension and ECG changes. Hematologic Effecis: Reports of mild, usually 
transient leukopenia and leukocytosis, minimal decreases in red blood cell counts. anemia, or a tendency 
toward lymphomonocytosis, agranulocytosis rarely reported and only im association with other medteation. 










Liver Effects: Impaired liver function and/or jaundice. Dermatologic Reactions. Maculopapy) neiform 
reactions, isolated cases of photosensitivity, loss of hair. Endocrine Disoaders: Lactatio s Areh 
mastalgıa, menstrual irregularities, gynecomastia, impotence. increased libida. hyp ia hypoglyce- 


mia and hyponatremia. Gastrointestinal Effects: Anorexia, constipation. ciarrhea. h 
nausea and vomiting. Autonomic Reactions: Dry mouth, blurred vision. urinary ret 
priapism. Respiratory Effects: Laryngospasm, bronchospasm and increased depth 
Senses: Cataracts, retinopathy and visual disturbances. Other: Cases of suddevand ugex 
been reported in association with the administration of HALDOL. The nature of thegevidence makes it 
impossible to determine definitively what role, if any, HALDOL played inthe outeome o reported cases, 
The possibility that HALDOL caused death cannot, of course, be excluced, but it is to pe kept In-mind that 
sudden and unexpected death may occur in psychotic patients when they gc untreated or wien they are 
treated with other antipsychotic drugs. ~~" 
IMPORTANT: Full directions for use should be read before HALDOL or HALDOL Decanoate products are 
administered or prescribed. 
For information on symptoms and treatment of overdosage, see full prescribing information. 

The short-acting HALDOL injectable form is intended only for acutely agitated psychotic patients with 
moderately severe to very severe symptoms 
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In chronic schizophrenic... 


A successful strategy 
for reducing relapse 


74% reduction in relapse rates with haloperidol decanoate 


4 Helps reduce the number of hospitalizations 


A Less volume per injection may enhance patient acceptance—an important factor in 
sustained protection from relapse 


4 Convenient, once-a-month dosing 


4 Less need for anticholinergics—a proven decrease in the number of patients requiring 
anticholinergics, over time! 


During dose adjustment or episodes of exacerbation of psychotic symptoms, therapy with HALDOL Decanoate 100 or HALDOL Decanoate 50 
can be supplemented with short-acting forms of HALDOL" (haloperidol). The side effects of the decanoate products are those of HALDOL. 
The prolonged action of HALDOL Decanoate 100 and HALDOL Decanoate 50 should be considered in the management of side effects 


Please see brief summary of Prescribing Information on adjacent page. 


Start depo A 
rw HALDOL Decanoate 100 
(HALOPERIDOL) INJECTION 100mg/mL 
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